(19) tti^Afi^imwfii^ii 

(43) SBSi^ggB 
2003 ^5 ^ 22 B (22.05.2003) 




PCT 



liiiiiiiiiiiiiiiliiiiiiiiiiBn 

(10) m^'j^mm^- 
WO 03/042204 Al 



(51) BlS^n'^fi': C07D 401/06, 401/14. 405/14, A61K 
31/4709, 31/4725,31/496, 31/5377. 31/541, 31/551, A61P 
3/10, 43/00 



(21) mmoimm^i 

(22) SISffi^B: 

(25) SfSttiSOtli: 

(26) SnS^BBO^g: 

(30) fiit«T-'S'; 
»#ffi 2001-322897 



PCT/JP02/10800 



2002^10^17 H (17.10.2002) 



2001 ^10 19 B (19.10.2001) JP 

(71) ffiiiA(*s^f»<±Ta)}ismoLNT;: &mm& 

XSH*S#a (TAKEDA CHEMICAL INDUSTRIES, 
LTD.) [JP/JP]; T 541-0045 :fcOEJ& *BErJi atte 
BTET a 1 » 1 ^ Osaka (JP). 

(72) ^m%;ts^is 

(75) aW%/ta®A (*^^COl^T(^^;: P^fiP 

(ABEJIidenori) [JP/JP); T 563-0029 *BRJ& *EBm 
SflJESTS iSS-t Osaka (JP). >5Jg (KA- 
SAl^hizuo) [JP/JP]; =r 565^862 *liEJS ttBBm 



^5Ti 1 8SlftD-7 6-3 0 7 Osaka (J P). ttST 
(TAKEKAWA,Shiro) [JP/JP]; T 662-0976 ^SiR 
Sgrt? gSBll 2S8-5 0 8"^Hyogo(JP), 
IE» (WATANABEJMasanori) [JP/JP]: f 565-0862 * 
BEiSiftBaiii *S^5Ti 1 8SJ6D-73-30 1 
Osaka (JP). 

(74) ttSA:®ffi3|- . nCTAKAHASHlShuichl et al.); 
T 532-0024 ^BEfSiSJIIB + = *ffll2Ti 

1 7#8 5^£9ai£xai«t:^^tt:fc|IEX«A05- 
aka ( JP). 



(81) 



(84) 



(MP^J: AE. AG, AL, AM, AT, AU, AZ, BA, BB, 
EG, BR, BY, BZ, CA, CH, CN, CO, CR, CU. CZ, DE, DK, 
DM, DZ, EC, EE, ES, Fl, GB, GD, GE, GH, GM, HR, HU. 
ID, IL, IN, IS, JP, K£, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, M W, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK., SL, TJ, TM, 
TN, TR, TT, TZ, UA, UG, US. UZ. VC, VN, YU, ZA, ZM. 
ZW. 

tiSS ARIPO ^» (GH, GM, KE, LS, MW, 

MZ, SD, SL, SZ, TZ, UG, ZM, ZWX ^ i/7 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TMX B — Uy/i 
(AT, BE, BG. CH, CY, CZ, DE, DK, EE, ES, Fl, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, TR), OAPI 

(BF, BJ, CF, CG, CI, CM, OA, GN. GQ, GW, ML, MR, 
NE. SN, TD. TG). 



= (54) Title: AMINE DERIVATIVE 

^ (54)iii»cD«»i: r^>mm» 



< 

o 

o 
O 




(57) Abstract: A compound represented by the formula (I) ( wherein X and X' are ihe same or diflerent and each represents hydro- 
gen, etc.; R' and R- are the same or dillcrent and each represents hydrogen, etc.; R^ represents an optionally substituted hydrocarbon 
group, etc.: R** represents hydrogen, etc.: Y and Ya arc the same or diflerent and each represents a bond or a spacer having a Ci.8 
main chain; and Z and Za are the same or diflerent and each represents hydrogen, etc.), a salt oi' the compound, or a prodrug of 
either. They have inhibitory activity against somatostatin receptor binding and are efTcctive in . the prevention of and treatments for, 
e.g., diseases in which somatostatin participates. 



wo 03/042204 Al 



(57) mt^: 



r 




wo 03/042204 



PCT/JP02/10800 



3 




st^cot. c (r») mtT^mm^. t Ko=^>>^^cttc,_,7;u=ir;p<&^ 

Ar \tmmm^^Lxi^^xh^\^^^mmm. fi^s^wi^TUTfectv^c 3., 
15 v^D7;u4^;us> m^^^^Lxi^^xhJ;:\f^3m^b9Mm^mmmm. 

01/25228) . 

p^W}mm\zi$\,^x. mmSitbx(omnrz^n^mt^<t'^^(Dmftmm 
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H 




^vxi^^xh^i^-^^mmmm^mmL 

R' «!: R* <!: \mmr ^^mw."^ 1 1 h \zm.Wkm^mvx\.^x h ct i^m^j^^ u 
Yii^UYait. m-^rz\mu-:>x. m^^^tzit^mom^^if^i^Li 

{fc^ti (I) tmfit^zthh^) ^Wtbx^^b. c:©{k^tj (I) 
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1) it^!^ (I) ^fctt-eoynh'^y;!^: 

2) X;&VNDy>J[i^T^O, X* A^TKMm'i'Xh^it^^ (I) ; 

4) R'3&^c,_e7;u^;n?fes<l:^ife (i) ; 
10 5) RM^*m0^T**{b^ti (I) ; 

6) Y^<fcOT aT^$n*ilg01f ^ISC 1 8 tl— -0-. 

-CO-, -SO-. -SOj-, -NR=- (RMiTK^H^, M^S^WtT 

^^<btji^2mmx$>^it^!^ (I) : 

7) Y;5«-C0-T*5{b^tl (I) : 

8) Y^^-ait-X$>^it^m (I) ; 

9) zt>m^mt:^Lxi^xh^^^w^mx$>i><t'^!^ ii) 

J;^iC,.e7;Wk M^«^WLT^iTt>ctV^Ce_H7'J-;U^^i>, S^S 

^WUTViTt)cfciiC,_,5 7^;u=^;k ti)vn'^^)V. j\u^'y{c^nx\^^x 
tct^i c,_e7;wi/-:^7;ujj?-;k ADy>'fb$nTi^Tfcj;ii c,_e7;u+ 
;u-x;i^jf^-;k BliS^WLTLiT*)ctiriCe_H7'J-;u-:^7;i'3j^-;k m 

j;i.iC,_„7^;i^+jp:*-^v-;^;i^7i^-;i/, ffms^wtxi^Ttjctvilim^ 

xh^^^^'^mmm.m^m. m^m^^Lx\^^xh^\>^^ti.\,^vi^mt'^% 
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n ) Y a ■f}^B^^T'$> 0. Za i)^y^mm^X'$> ^it^!^ ( I ) ; 

12) N- [ (IR. 2S) -1 - [ ( (3R) -6-^ D D-Z-[(z^ ^9-Jl7 ^ y) ^ -3. t 

5 KD-i(2H)-:^y 'jr;w);<j;P3j?-;i/]-2-(iH— f > H-;u-3-'r;i/):;^De 
^i^] -1 - [ (i-pi f'^u-iH-r > K-;i/-2-r M ti juts=.)V] -4- tr^ g ':^>t!}vt^ 

N- [ (IR. 2S) -I - [ ( (3R) -e-^na -3- [ ( v;^ 5^;i/7 5 7)7^ 5^;l^] -3. i-i^ h K □ 

-i(2H)-^y u-;u):^3;uji<-;i']-2-(iH-'f > K-;i'-3-r;wyohf;u]-4-7 

(-)-N-[l-[((3R)-6-^ □□-3-[(vpC5^;UT5 y)pC5^;H-3,4-xt Kd 

-i(2H)- + y u ;^ ;i/]-2-(iH-< > K-;u-3-< y p f 
;i/]-4-(4-t KD=^->7xy4^-»-i-tf^u->*>*>'i'^4^-ti-5 

N- [ (1 R, 2S) -1- [ [ (3R) -6-i7Un -3-[ ( V/ 5"JP7 $ / ) -3. 4-x fc K □ 

-i(2H)-=^^y >J -;i'];^j;i'Ji^-;p]-2-(iH-<> H-;i/-3--i' ;p) e 
;W-4-(4-7;i/:tD7xy4^-»-i-e^U>?>;?;;i'3j^^+i-5 h\ 

4-^>y-r;P-N-[(]R, 2S)-I-[[(3R)-6-i^ □□-3-[(i/;<5^;U7^ y)^^ 
;p]-3. 4-vt KD-i(2H)-+y U:i;i/];^;;i/:i^-;u]-2-(iH-r>H-;i/-3-i' 

(I) : 

13) ft^tl (I) ^rzit^(D':fa\iyyif^^:nLX^^mmm0SL<^: 

14) Vvh7>^^>g^#^'&EMT^^HufBi3) IsmroM^X^: 

15) VTh;^:S^5">-t^-7*^^7'2§§^^^ia§^JT^^iiiei4) IBm®M 

16) V7}>X^5^>:g^#:f^»i^T^^^IBl3) ISiKc^a^igtJ : 

1 7) y V h ;^ 5" >lt < 7* 2 g^^f^ffij^T ^ bu le 1 6) IS® c^MfiKti ; 

18) $i^i^^fc«^^^^^#cD^B5-?^^mT^^Mie 13) um(D'm.^<^ : 

19) y-7h;^^5^>^^^^^Ra§^j^^ifrs^cJ6(D{k^2fe (i) ^rz\t 
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20) m^mmzit-^!^ (D *fctt^<^"/PH^>;/:if0#?a**S4T-5C: 

21) mmmtfzmmm'^^mof&j'^mm^nmr^rzMit^^ (i) 

rfimS^WL'Tt.iT'bJ:Vi75yj \z^\r^^ rg^Sj tLX\t. J\u 

Bomt^d)^^Lx\f^xh^\'^c y.i7)v^)vm. ^^;k x5";k yptf 
20 ;k 'ry7'Dtf;k y^;k -ryy5";k sec-::f^;k len-T/^^^k ^> 

v7;U:tD^5^;k KUi^oDT^^;!/, h'j7;P^D^5^;i/, x5^;k 2-::/ 
□ ^x5"jk 2, 2, 2- h U y)VtojL^)V^ ^y'^y)V^ujL^)V. y°u tf;k 
3,3.3- h'j7;P:tP7'Dtr;k 'i'y7^Dtf;k ::^5^;k 4,4.4- 7 
25 py^^^k <y>^5^;k sec-y5^;k iert-:/^;k ^>5';k <y^>5^ 

;k :^.:t^>5^;k 5.5.5- hU7;U:tP'^>5^;k A^->;k 6.6,6-KU 
rApy>'fk$nTiiT*)«k^iC ,_t7;Wl/-;<7>'UAt^x;pj <i:LTJi. m 
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3C7^7i<i:)^^LTi.iTt).j:ViC ,_e7;u^;u;^;U7j^-;K«Bj, ^ 
^;^;^;^Al^-;k x^jU7.)V^-j\^. 'fu\^)vx}Vt^zL}v. -fyyokr;u;:^ 

y)V^u^^)V7s)Vtsz.)W h'J7JP:to/5";i/x;P7t^-;k X5";i/;^;i/7}x 
-;k :/Dtf>iu;^;i/;iN-;k •i'yyDkr;i/7.;pjf:-Jk zf^)V7.)Vts:i)V. 
4.4,4- hU7;i/^D::^^;i/x;U7}x-;k ^>^;ux;i'7jN-;k ^^v;i/7x;p 

(1)4", R'iSctD^'R^T^^tl?) TB^S^^LTl^TtjctliC 

7;u^;uj tc^fett^ rc ^..tjv^jij tLxit. m^ii. p^5^;k x^;k 
7'okr;k -f vyotr;k :/5";k yy^;k sec-75";k tert-:^5^;k 
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5 ^y, x5';i'75y. yDtf;i/75y. ^vyohr;u7$/, :/5';i/75y 
nc^*). >?-c ,_«7^4^;P7^y v^5^;u7^y, vx5';u75y. 
:/Dif;P7$y. i:^:/^;i'75y, ji^)i^^)U7^^tiii). ^;u5;k ;^ 

c ,_B7;p+;u-*;UAt?-;K c ,_s7;m^->-*;uj}^-;k ^y-c 

c ,_e7;wi';^;p^-;u. 7j^;i/a;u75y. ADy>-{t:^nTiiTfeci;ViC 
,_g7;i'^;k-;^;i/4^4^ii-^ H, c ,_s7;ni+v-*;uj}^=^-ti-= 

7>;i/4^-;u75y, x'^)ix)Vt^=.)V7 y rj:a) . c ,_j7;p^;u-:^;ujJ< 
;i';tf;i/A^<;i/:t=^v75:^), v-c ..e 7;u4^;i/-;^;i/A'^i';i/:t^v(««j> 
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e>n'5. ^wmtvxyt. e^^PT'Dkrjk ->^Dy5^;k >'^p^>5^;k 

i!7 □ i/)V. 4. 4 - O □ -> □ 2, 2. 3. 3- -r h 7 7;W:f □ 

10 5^, Xh=^|^->V2.2,2-h'J7;U:^DXh:^^>>, yo/i^^^^i/, -fV^PTj^^S^, ) 
7N^->, 4,4.4- hU7;i/:tP7h^v. <y7h=^v, sec-7h^v, 

SfltBrAP'!r>{b$nT(^iTt>ctliC ..jT^P^^^l/^^^JiibTtl^^ll^^i^ 

v7;U:^-P;'^5^;U5^:t> h^)yjltn;A^JV^:t. :l^)V^^. 7 
Ptf;i^5^^. <y7'Pe;P5^:*-, 75^;!^^:^, 4,4.4- h'j7;U:tP7'^;i/5" 

rApy>'fk$nTViT'bJ:ViC ,_e7;u^;p-:^7>'U3}^x;H , rc , 

25 MIS rADy><k$nTViTt>iViC ,.e7;wp-*;u:ji^4^i^-s Hj <i:U 
7'ym, ^m. ^m. 3omtjiiz)^^vx\^^xh,ki^c ,.,7)v^)v~t})v 

t-^^^Ym. 71lh7=H> ypA>7^h\ 7:5'>7^ hVj:a7^<i:75^' 
#tfbn§. A^^RJtLTfi, mJi7-feh7^K, h U 7;l.:tn7-t h7 
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y^u^k -I'y^'Ti/UJk -fv^+it^/u;k hfui^^k 

tf^v-;l/, trU^v-^k tfUrS^'v-Jk l.2,4-:^-^1t->'7^/'J;k 1.3,4 
-:t^+)-v7yU;k I,2.4-5"7>?7V'J;k l,3,4-5^7v7yU;k 7 

15 fmm^l^^mmi »*L<«7x-;U ; 2-*/S:« Z-^JL^)V ; 2 
- ^fc « 3- 7 U ^l' ; 2 - . 3- f4 4- e U ; 2- . 4 - 5 - 5^7 \/ 
: 2-,4-^fc« 5-:t^1fyu;U ; 3-^fc{i 4-e^7U;U : 
; 2-, 4- tfzit 5- e U 5 ; 1 3- tfP 'J ;U ; 1 -. 2 

4--r5y^/'J;U; 3-*^tt 4-e'J:$^x-->P : 3-'ry5"7\/U 
20 )l ; JV ; ],2.i-t^'^i^7V-)l-i-^'i )V ', l,2,A-t 

25 (Df^^0^^(2 ^fc^i3S^)5?#:K^«3lS(«»l.:^75";k-r>x-;k 



wo 03/042204 



12 



PCT/JP02/10800 



Jk ^>X<V5"7yj;k h[2,3-b]5^x-;k -ry+/'J:::;k =lr 
5 yu-;k <>H«j;k =^ry^i^-'J:i;k 7x:^->>u>':z;k 7x^5^7 
7xy:^^iJ-v-;k 7377v-;k ■:^75'Uvn;k +-:M/'j-;k 
«>>yu-;k ;^;w^vu;k iS-;*7;i.3i?u -;k 7^u>^-;k 7x:^v 
n;k 7i$';u-i'S Kn£i>*^tfbni). 

10 -,5-S7t« 8-^r/U;P; l-.3-.4-.5-,6-.7-Sfc« B-^V^J 'J 
JP; l-.2-.3-.4-.5-.6-^^«7—r>H'J;i'; I-,2-,4-*;/t«5- 
< y-r > H 'J ;P ; 1 5- 1 « 6- 7 ^ ^ ;2-.3-*/t«5-=^^y:^-tf 
U-JP ; 2-. 3-, 4-. 5- S fc« 6-^>y5^X-;P ; 2-, 3-, 4-. 5- t^cf^ 
6-^>y7^-;i';2-,4-.5-t^«6-^>y5^7yj;U;l-.2-,4-,5 

r^^^5?#:e6Sj tt. 2 fi|JJl± ($?^ L < « 2 3 <i) 

tf'J5v>, ^tyj:>. 77X 5^7y-Jk ■<V5^7y->lk 
25 =^^1i-\/-;k l.2.4-:t=^1fv7y-Jk l,3,4-:?h+1tv7y-;k 1.2.4- 

^7v?7y-;k 1.3, 4-5^7 v7y-;k 4-yu>> -ry^^^yux ok 
^>y^:t7x>, ^>x^^-t^-y-;k ^>y5"7y-;^*3j;i;^ 
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-{\-i-7^)V)-\.2.4-t=^^i^7V-)i^-b-^J\^:'i-(2—ry'^)l^)- 

1 . 2, 4 - ;t =^^+1- V 7 5 - -r ;u ; 3 - (2 — ^ > y 7 7 - 1 , 2. 4 - 

D-i^7V-)l-^-'i)\^ 3-7x-J|/-l.2.4-:t^lJ-v7\/-;i'-5--r 
5 ; 3 - (2 - 'OXrt ^iJ- 7 'J ^) - 1 , 2. 4 - V 7 - 5 — f ;P ; 3 - 
(S-'T > K 'J ;P) -1.2. 4-:t^1^-v7y-;i/-5-'r ; 3 - (2-'r > H u ;u) 
-I. 2,4-:t+-ti-v7y-;i'-5--f ; 4- 7x-;i/5"7l/-;U-2--r>'U ; 4 
- (2 - ^ > y 7 ^ 5^7 y-JP - 2 - < ;i/ ; 4 - 7 X - 1 , 3 - 

-;i/-5-.<;i/ ; 5-7x-;i/-'fy5'77-;u-4-'i';i' : 5-7x-;i/:t^ 
10 ■y-V-;i'-2--r;u : 4-(2-5'x-;i/)7x-;i/ ; 4- (3-5"x-;i/)7x- 

. ;i/ ; 3-(3-tf U v;W7xli;i/; 4-(3-bfU v;W7x-;p ; 6-7x-;i/- 

3 - tr u ; 5 - 7 X - - 1 . 3, 4 - :t=irif V7 2 - ;l' ; 4 - (2 - :^ 

75^;P)7x-;U ; 4-(2-^>777-;i')7x-;i/ ; 4,4* -x;i/7x-;U 

^^tj57iciiL ioMt^#^5^#;K^m^«^j:<i:>*^tf ens. m^^^mmm 

m^mmumtLXits l-.2-t;ttt3-trD>Jv-;i.: i-.2-4-tfe 

tf ^ y 'J ->'- ;u ; t: ^ U V : 2 - . 3- 4- U ->* - : l - ttzit 

tJ:Vi5;a:ViLlOSOl^^§Sl^g3^5lllj iC^ttS rg^Hj tbTtt. M 
25 ^tf:t^y, Any>l^-7-(^, 7«y5^, Hid. 3>73d7i<i:), C,_,7 

c,_e7;m^;K^j, 7xy:^->^5^;u7ia. c,.,7;wu-Cs_„7'j-;u-c, 
_g 7;U'^x;K^ii|, pc^;u7xx;uxTn;P7a<i:), ADyxb^nxi^iTfe 
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5 ^)i7^ym. :^^)VT^y. x5";u7^y. 7'Dtf;u7^y, ^ryyotr 
;i/7$/, :/^;U7ay;^j:t*). v-c,_s7;i/4^;u7^y vpC5">iU7^ 
vx5^;u7 = /> -:^yatf;u75y. ->*>^5^^7sy, x^^jM^^jUj . 

thx\t. R'T^^ns ra^s^WLTiiTfcJ:iiC,.57;P4^;uj 

xx;i//^;k l-:^75";^^^;k i-i-y^)V^^}V. 2,2-S/7xx;i/x 
5^;k 3-7xx;uyDtr;k 4-7xx;u:f5^;k 5-7xx;u^>5';i/;i<i: 

m rMMS^WLTl.iTt)^tiCs_„7'J-;i/:i-+vj tC^tt-i) rc,_„7 
•J-;U:t4^>-j tLTfi, m7L\t. 7xx;P:t4^-X l-::^75';U;f^>', 2 

h5IB rfi^s^;g-LTUT'bJ;iiC,_„77;i'=^^;u:t:^->j rc,_,5 
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l-i-7=^)V:^^)Vt^'y. 2. 2- v7x-;UX5^;i.:t^-X 3-7x- 

10 ttfrnfiMtl^Xit. l-.2-S^c« S-hTD'J i-.2-4-^;tJi 5- 

5 ^VO S^-;!/ : 2-^fc:tt 4->r 5 ^l/U ; 2-, 3-*;/b« 4- fcf ^7 

Sj {Ci3tt-5 rg^Sj <!:bT^i. ^JAtt*, Any>I^^(f!l, 7'y^. ^m. 

h Ko4^->. 7 = ,_e7;i-4^;u7sy (^j. p^5^;u75y. 
v-c ,.e7;i'=^^;P7sy (««Jv v'^5';u7$y, i;x5^;i/7$yv v^Dtr 

7;i/+;i/-;^7;p^x;i/, c ,_e7;up^v-;b;i/7}^*x;i/, ^:y-c ,.e7;i^+ 
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,_6T;wux;u*~;k x;U77^:'rJk Ji^;i/$;u7^y, Apyxb^n 
7ay(«sj, ;45^;i/x;W3iN-;i/75y. x5^;i.7.;i/7}^-;P7^y7^<i:), c ..^ 

^:<;p:t4^v, x5^;p;^7;uA^-r;u:*-=^*>;^<i:). v-c ,_6 7;wp-:^j;u 

A^:-r;l/:f:1r->(^J. 'J ^'^)Vti 'JJL^)Vti)Vn=t^)V^ 

x;pj . r/NDyxt^nTiiTfectiiC ,_e7;p^;u;^;u:l^x;i/<!:LT«, 
rADy>{b$tiTi/iTt)ctiiC ,_s7;u4^;u-;*>;i/Aj^=^^-its kj 

Bui2 r7->;Uj <hLTtt, m^\it. -CO-R^ -CO-OR\ -CO-NW, 
-CS-NR^R'. -SOj-R'\ -SO-R'«, -SOj-NR^R' (SC*. l'\t{\)7^mW. 
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a) c,., 7^=^^>'K«^!l^t^. pt^^^k X5^;k yDtf;k <yyofc:;k 
<y:/5';k sec-:/5";k teri-::/f-;k ^>5";k ^4^->;U3a:£) ; 
10 b) Cj.6 7;p^-;K«aJ^f^^ tf-^k 7'J;k 'fy7'o^-;k 2-':/xz:;i/ 

c) Cj_e7;i/4^-;K^J^ti. x5^-;k 7'd/\';u4^;1', 2-y^x;u7:j:^) ; 

d) ^>iL>mtm'^LX^^Xh^^^ Ci.ti^i7a7}V^)V(m^it. x^oy 

□ tr;k v^oy^'^k '>i7a^>^)U. v^D^+v;k vt:KD^>x 
15 : 

e) C5_„7'j->'Kf!l^t^. 7x-;k l-:^75';k 2-::h75^;k 2-^>9 
;k 2-7>7.'J;P7:j:<i:). ^$L<«7x-;i/; 

f) C:.,i 7 y)i^^ JvmAit. ^>v;k 7x^^;k i;7xx;u;p^5^;k K 

20 07x-;M5'Jk l-:h75';M5';k 2-:^75';^p^5^;k 2,2-x7x- 
JlJL^Jl. 3-7x-;U7*DtfJk 4-7x-;|/y5^;k 5-7x-;p^>5';U 

rsiiS^f bTViTt)J:timk7)cmSj {c*3tt^ rg^Sj iLTtt, 

t> cfcti c,_s7;i/+;i/5':t, fc F D^v, 7 $ / , ^ y -c,_e 7}V^}\^7 = y (««J, 
^5">iU7$y, jL^)V72.y. ■/n\d)V7^y. <V7'ptr;P7sy. 7'^' 
;u75y/j:t*), i^-c,.,7)\^^JV7s.y m. vpt^;i/75y, vx5";i/7 
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iyti)Vifs=L)V. l-ir7^)V:^^)V:i-^i^ti)Vt^:=.)V. 2. 2- v7x-;PX5^ 

15 -ovis.d). 'y-z^.^7}V^)V-ti)vn^^ }vm. xpt5';u*;mnE-r;k 

c,.„ 7 u -;u7.;P3}^x;k^bj. 7xx;i^7.;uz|>xji.. l-:^75^;^x;^/i^x;^, 
20 2-::^7^J^x;^^x;^;5:<^;) , ij^;i/a;i/7S/. /\u^'yif^nx\f^xh^ > 
c,_5 7;wu-:^;pi^*+-t>-s K, Ce_„7U-;i<'-;^7;pjj^^ii-= K (<?y. 7 
xx;u;^;u:^^*4^its K> :h75^;u;t;;p^4^its Ht^c^*) , c,_j 7;^=I^v- 
;^;^/J^=^^■^j-= H ^ V^iyti)Vts^^=, K, X K4^->;t;;i/:;^*^i^-$ h\ 
7'D7j?4^>.^;|.z|^:^^1i-5 zfh^i^ti)Vii^^-^^\^is.E) . C,.,7^^)V 
25 ;^;i/7}xx;i/7$y (^J, ;^5^;i'XJU3i^x;i/75y. x5^;i/x;P7f;x;U7$y 

Tii:) . Z,_,7)V^)V-tl)VTf--}V:ir^=ym. 7-fe h^v-. ::^oAy >r;i/:t 
Ce_„ 7'J-;i/-;<7;i/4^x;i/;t^i> m. ^>V^)Vt^>^. 1- 
::>-7 2-:^7 h-r;U:t4^x7jtt*) , C^.,7)\^3^i^-t})lt-:i 
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10 Tt><i:Vi. 

:iz.x. rADy>{k^nTViT'bc):i.i c,_e7;ni+xj . TAoyxb 

15 

25 s-xy-r^u, 2-7D-r;i/. i-yu^)v. ^;u7j^uy;^;ujJ^-Jk e^^'jv 
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20 

5 ViTt).i:Vi^i^^;^7;UA*^-f;Pj tcistts rg^Sj tLTtt, MIS rg^ 

3 ^^c^gmss, jf^L<«(i) (\i)tmmmmm 

S r3?#g5^^^Sj (D^mumtvxit. 5^x-;k 7'j;k tfDU;k 
^a^j'VJJk tf^yu;k ^77u;k -rv5^7yu;k :t^+i-\/'j>'k 
<y;^-=»^ifyu;k euv;k tr7vx;k tfu^vx;k truyvx^k 

20 1.2,4-^:^^-tfv7VU;k l.3.4-:t^1?-:^7V^U;k 1. 2. 4-5"7x7l/'J i 
;k l,3,4-^7i^77U;k 7 7lfx;k ^>y5";f7xx;k ^>Vyy 

x;k ^>x-r5i$^yu;k ^>x^=^it\/'j;k ^>y^77u;k ^> 

X-<y^7V'-;k h[2,3-b35^:t7xx;k 7xy:^^-y-5^'f x;k 

>KU;k <v<>KU;k iH-o^y 'j;k X'jx;k 4H-:^^yuvx 
25 ;k -fy:^^y'jx;k +yux;k 7:^7vx;k :^75^Uvx;k 
i^-ijx;k ^^:^y'Jx;k v>y'jx;k ;<;;i/A*\/'j;k i3 -*;i/jj^'jxjk 

7x:h>K'J->*xjp, 7^U->*x;u. 7x:>--:/>7xy 5^7vx;k 7x7 
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5 •j-;k 'f 5^$^vuv-;k ^+-tJ-y'j-;k v-;k e^yj 

-)V. lf^VJ>'-;k 5^7y'J-;i'> ^jyUv^^k -rh^tKD^^T 

tKn-rvrt^^tf-yj^k tr^'Jv-;k tf^7>'-;k xh^tKaeu 
v-;k i^t KDtf'J v-;k xh^t KDtru^>>*-;k xN^t KPtf 

10 u^v-;i/, ^=^-y-pt^u>'r5-;k t;U7}^'j-;i/, ;U7i^ u - ;k 



^D-V*J)Us i^t h*D^>y5"7y'J;k Ko^>X<y5^7V'j;k 
KD:^7K[2.3-b]5":t7x-;k x h^b KD-fV^^^y •j-;k xh 

15 7bKD=^^yu-;k -r>KU-;k ^rvoKU-ik xh7bKo=i^y 

=^^-y-'J-;k xh^b KP7x:^>K'Jf/-;^. ^=^^-y-b Ho 7x7 5^7 V 
^4^ij-b FD7x/=<^1t>?-;i/. x h^b FD7^^v-;k xh^ 
b K□:^75"IJx-;k x b Hn4^:^V'J -jU, xh7bKDv>y'J 
-;k xh^b KD;<7JUn'/'J;k x b Hn- 3 -:^7;P4?U-;k x h 
20 ^b Kd7^'J v-^k xh7b HD7x:fv-;U, x h ^ b Ko5^:t4^1t 

-71f b*vi:7 0 [2. 2. \']^-:f^-)VtiEi3m\i<bn^, 

^ ^mmm^m\^x\^^xh^\>^i^nm^i \z^\^^ rs^sj <i:LT«, 

1512 rg^ll$:tUTiriT'bck^iC,.„77;u^;uj \zm^ rg^Xj 
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R'T'^R^ti-s rc,_j7;p=^;i'j tLxit. mpiit. ^^^^k x5';k yntr 
;k -fvyDfcf;k -f^jv. -iVZf^JV. sec->^^;k tert-:^5^;k ^> 

^:;P7^u>. 5":t^;u3^u>. tr'<'j>'>. fcr^^v>, epuvx 

•tl-p^5"k>-f = ^yiS';^^k><5>, ^^1^-bHDt:°U5>^>, 1.4- 
-:/T-feVt>. 43j:2;::ine.0^g§?n^t'c7a>(^aj. l, 2. 5. 6-x h ^ h Hd 

^mWim^Mvx\^^xhii\'^'^^mmmm \ziin^ rs^sj .tLTH, 
,_5 7;i'4^;p;^;i/3j^-;k fi^S$r*LT(riT=bJ:i.iC s_„7'j-;k M^s 

20 ^^LTliTt)cl:LiC ,_,877;WkffJ^«$:WbTViTt><l;tiC 8_,47'J J 

iiiB rADy>'fk$nTViT'bd;iiC ,_6 7JU^;uj , rAoyxt^nx 
25 i^TtjckiiC ,_e7;u=^^;P-;^7;UAK:i;uj . rAD'5^*>{k$nTViTt)i;uc 

rs^S$^UTViTfej;ViCs_„7'J-;i'j n^tt-s rce_„7'j-;uj 
iLT«. ^JA«, 7x-;k l--:>-75^>»k 2--:^75^Jk 2--i'>x-;k 
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® AT Dli^ *^tf 5 T^tli L 10 h(r>mk^l^it\t 2 
^tfbn-S). ^WmtVX\t. 2-^fc«3-5'X-;l/; 2-.3-^fe«4-tr 
U : 3-7 'J;i' ; 2-,4-^fc« 5-^7yU;U: 2-.4-^fc 

\t 5-:t=^it7'j;u : i-.3-S;t« 4- tf7\/'J;w ; 2- tf^i?-;)/ ; 2-. 4 

-*fett5-krg5vi^;U; l-,2-*feH3-tfDU;P; l-.2-tfett4- 
>r5:$^7U>iP: 3-*^«4-fcf'J:J^v7-;P; 3— rV5^7*/'J>ll' ; 3-^7:^ 
=M^-y'j;U; 1.2. 4-:t+-ti-v77-;P-5--f ; 1, 2. 4-;t^1tv7\/-;i' 
-S-'f;!/ : 2-,3-,4-.5-^fc«8-^/U;U ; 1 -, 3-. 4-. 5-. 6-. 7- 
^fct^S— ry^7'j;i/; l-,2-.3-,4-.5-,6-^;rc«7— OKU^U; l 
-.2-,4-tfc«5— f V-r>K'j;P: l-.5-*(i6-7^7>^-;U:2-.3 
-*fe«5-^7=^1t'j-;i/:2-,3-,4-.5-*/S:tt6-^>77 7-;i/;2 
-.4-.5-Sfc« 6-A>y^77'J;l- : l-.2-,4-.5-^yc« 6-A>X 

TfcJ:tiCg.,47'J-;u-:^;i'3}^-;h 43cki; rg^g<&WLTiiTt)J:^i5 

fjrtiL 10ft5f#»5^il!liSSj »3*5Jt§ rg^Sj tLTfi, flOIB rg^SS: 

/()^'^tf e»n^. si^S(^it«. 1 Tit^b 3i®T'*5c fi^s»'2<a 
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-fjk 2-7P-i';k 3-7D^;k ^;u7JnU y;<j;i<'3}^-;k e^u^y* 
;U/}^-;k tfD'j v>- 1 -'i'>'i/:t>;P3j^::i;i/75:£) , ^:y-c,_e7;i-+;u- 

4- tr'J>^;u;*7;UA^-f;k 2-5"x-;i/:^jjUA*^:-i';k 3-5^ 
xz.}vti)vn=i:^ . AD^wb^nxiiTfcck^i c,_j7;u=^;i';^;i' 

5j^x;U )f^'J-)V7s)Vt^-)Vts.E) , g|^ai^WLTl.iTt)cfcViC._„7U 

iiT^>j:ii C,_e7;i/4>'l/-;^;k-i?x;k C,.,7 )\'Zi^'y-ts)Vt^-)V. mm 
S^WLT^iTfeJ:ViCe-„7U-;i'-;<7;UjJ^x;k g^S=&WbTiiTt>a: 
iiC5_„7'j-;p;^;p5j^x;i/ ^>if>7>;u:!i^x;k i-:f7^u>;^;u 

rg^S^;tLTi/iTt>cJ;ViCe_„7U->'l'-;i3;i'AKx;uj . rg^ 

SS:WLTtiTt>«fc(riCe.H7'J-^:t+x-;*;Pj}^x;i/j . rg^S$;^L. 

T^iTt)j:tiC7_„77;i'^;p:f+x-:^7;i'jt?x;H , ^mmm^mvTi^^x 
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izm^ rg^Sj ttTtt. MIB rs^S^&^UTUT'bJ:ViC,.,8 77;i/ 
10 -NR»-COR'. -NR«-COOR»», -NR»-SO,R» \ -NR'-CONR'R'" i^^. R' 

R'T'^^n-g) rc,_,7;i/=^^;pj <i:UT«, B9ieR'T^$n^ rc,_e7;i'^;uj 
15 s r7i>;u75yj it. $?tL<«. :ij^;p$;u75y, Aoyxb^tix 

2:WLTVJTt)J;^^C5_,^7'J-;U-;^7>'l-j}^=^rtl-5 H m. y jL:^)Vts 

y>'fb^nTiiTt)J;ViC,_e7;u4^;i/x;b7j^-;i/7 = y (^«J, ;^5";ux;p^n- 
iiiiT, rs^«$WL.TViT'bJ;ViC,.„7'J->'P-;^;P4-N+li-^ Kj tc 

m—xhoxtmti-ox^^xhjii'^ 
mm r7->;i/^=^->j tvxit. mxit. mm r7i>;i<j irnxm^^titz 

:t^i^f}mmn, Bt.V<\t. iC:-0-COR'\ -0-COOR'\ -O-CONHR" 
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0'«r>{k$nTViT'bct^iC,_j7;Hl^v-;<j;U/}?-;i/:i-^>>(«^. ^ 

S^S^WLTViTt)J:ti Ce_,< 7'J-;i/-;<3;i'/\'t<>)U:t4^v(«Fy. 7x- 

15 ^*>ni:^T*5. 

dCT', rfi^S$:WbTUT^>ctliC5_„7'J-;P-;^j;i/z}^-;U:t:^vj. 

rs^SS:WtTViT'bJ:i.iCe_„7'j-;u-:^;;p/\*^:-r;i'^4^vj (cijtt^ 

20 L 3 S^c. g^gS:*^ 2 <i|j;l±©«^, §fi^S«|Sl-T* 

25 ^^j i)m\i<bti^. 
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sncv^b \^mii>f-'^^%%nnt\^x\xMx\twmB.=i-^x^\z^mw.i-. 

rfi^S^^tT^^Tt^ctl/iSj H^tt^ rg^Sj tLT«, R'thR'i 

-CO-, -SO-, -SOj-, -NR*- (R^HtK^M^, fi^S^WUTl^iTfecfc 
ilClT. rgjiS^WLTl^iTfeiliC ,_5 7;U=1^;l/J <!:LT«. R'chUT 
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;k •:fu\d)['7.)Vtsz.)V. -ryyoe;P7.;U3j^-;k y^;u;:^;i/;j^-;k sec 
10 -y5=-;p:^;u!^n;k i%Ti-zf=^)V7.)V-^-}Vts.^i)m\iit>n^. 

(DC ,_e7;P^^>(m«. -CHj-, -(CH,)j-, -(CHj)3-, -(CHj),-, 
- (CHj);-. - (CHj)e-. -CHCCHj) -C(CH,)j-, -CH(CH3)CHj-. -C(CH3),CHj 
-CH(CHjCH3)CH,-. -(CHCCHj)),-. - (CHj)jC(CH3),-, -CHjC(CHj),CH, 
-CH(CH,CH,)(CH,)j-, -(CH,),C(CH3),-, - (CH,)3CH(CHj)CH,-/j:«i:) ; 
20 (2)C t.i7)V^:=^U>m^\t. -CH=CH~. -CHj-CH=CH-, -CW,- } 
CH=CH-. -CHj-CH=CH-CH,-. -CHj-CHj-CH=CH-, -CH=CH-CH=CH 

-CH=CH-CHj-CHj-CHj-7^j:<i:) ; 
(3)C :_6 7;i/^-l/>. mX\t. -C=C-. -CHj-C=C-. -CH3-C=C- 

25 rgj^g$r^tTiriTt)ck^iC ,_e7;wi/-:^7;i'7t?-;i/j . m^m^m 
>ii^, c ,_3 7;u=^^u>v:t^v. -hD, ->7y, ADyxk^nxi/iT 

t) J: C 3.e 1^ □ 7; Wk A □ y $ nx liX <fc c , _e 7;UD + -X 
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-c ,.5 7;u^;i/7^y, v-c ,_e7;u+;U7^/. 5j^;u^;k ;<3;i^4^+>'. 

;u-:^;i/j)^:::;k c ,_e7;UD^->-;<j;i/7l^*-;k t/-c ,.e7;u=l^;p-5i!7 
5 ;i/A^<;k v'-c ,.s7;p^;p-;<7;t'A^-r;k Apyxk^nTi'iT'bcfc 
i^iC ,_j7;i/=^^;u7>;i/Ji^-;k ii}^;u$>'U7^y, /\ny>it^nT^^xtJ:i^^ 
c ,_J7JW^-;^;^^^^-^t5 h, c ,.,7)]^n:^->-ti)\^t^^i)-^ c 
7;i.*;i/;^;pj^-;u7sy. c ,.e7;u=^^;i/-:^7;u#-;p:t^'>, c ,_,7;p 
□=^^v-;*7;U7}^-;u:^-4^->. ^ /-c ,.e7;u=^^;u-;*7;i'A^:>r;u;f=^^*>, 

10 -C ,.e7;P^>)l^-;<7;i/A*^'r;i/;i-^vnt<i:*«^tff>n'5. ::ne>0g^s<!: 

r=£ll©II^i[ 1 P^Cti L 8 ©7s^— t^-J ©ffiiTi^Jt LT«^ 

(1) /\Dy>i^^. tKD^v, v7y*^e.ji«'n§fi^s^ 1 T^ctv^L 3<iw 

LTliTfecktiC,.j7;i'4^1/>(0ilAt^. -CHj-, -CF,-. -CClj-, -(CHj), 
-(CHj),-. -(CH,),-, -(CH,)^-, -CH(CH,)-, -CH(CN)-, -CCCH,)^ 
20 -CHCCFj)-, -CH(CH3)CHj-. - C (CH3) jCH, - . - (CHCCH,)),- , - 

CH (CHjCHj) CHj - , - (CFj) j - , - (CHj) jC (CH3) ^ - . - CHjC (CH,) jCH^ - . - 
CH(CHjCH3)(CHj)j-. - (CHj)3C(CH3),-. - (CHj)3CH(CH3)CHj-7^ci:<i:) : 

(2) ADy>j[i^. t\^a^'>^ •>7yt)^ibmitn^m^m'S: I ts.\,^Lzm 

^LX\,^TtJ:l^^C,.,7)l^=.[^>mXit. -CH=CH-, -CH3-CH=CH-, 
25 -CH,-CF=CH-, -C(CH3)j-CH=CH-. -CH,-CH=CH-CHj-, -CHj-CHj 
-CH=CH-, -CH=CH-CH=CH-« -CH=CH-CHj-CH2-CHj-;^cC<J:') : 

(3) /\ay>m'f: tKD^^^v. 'y7 y-^^^Mitn^mi^m^ I u\^^L zm 

-CHj-C=C-CH,-CH,-;i<!:) ; 
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(4) ^i^T*$nS^^0m^i:17i^ib8OX^— !^-: 
-alka-O-alkb-, -alka-S-alkb-, 

-alka-CO-alkb -alka-SO-alkb 

-alka-SOj-alkb -alka-NR^-alkb - ; 
5 (5) '^^T^-^tl^^m(Dmj-^2tj:\,^b8 07.^-D—: 
-alkc-CO-alkd-NR^-alke-, -alkc-NR^-alkd-CO-alke 

-alkc-SOj-alkd-NR*-alke-, -alkc-NR^-alkd-SOj-alke-. 

-alkc-CO-alkd-0-alke-, -alkc-O-alkd-CO-aIke-. 

-alkc-CO-alkd-S-alke-. -alkc-S-alkd-CO-alke- ; 
10 (6) ;^iCT5^$n-5i^©IIi^^3 7iliL8©X^— tl— : 

-alkf-NR*CO-aIkg-NR*»-alkh-, -alkf-CONR*-alkg-NR*'-alkh 

-alkf-CONR'-alkg-O-alkh-. -alkf-CONR'-alkg-S-alkh-. 
-aIkf-NR*CO-alkg-0-alkh-. -a)kf-NR'CO-alkg-S-alkh-, 
15 -aIkf-SO,NR*-alkg-0-alkh-, -alkf-SOjNR^-alkg-S-alkh-. 

-alkf-NR*SO,-alkg-0-alkh-. -alkf-NR^SOj-alkg-S-alkh-, 

-alkf-CO-alkg-CONR'-alkh-. -alkf-CO-alkg-NR'CO-alkh-. 
a' itmmtmMm^ ; itmm tmMm^ ; ilkz. alkb. alkc. alkd> 
alke. alkf> alkg:fe<fcUCalkh m-^rzitmU^X. J\ay>m^. tK 

^a^S^ 1 T'JiliL 3fiWtTI/iTt)i(.iC,_e7;P^I/>; -alka-O-alkb 
-alka-S-alkb-. -alka-CO-alkb-. -alka-NR*-alkb -alkc 
25 -CO-alkd-NR*-alke-. -alkc-NR'-alkd-CO-alke -alkc-CO- 
alkd-O-alke-. -alkc-CO-alkd-S-alke-, -alkf-CONR'-alkg-NR** 
-alkh-. -alkf-CONR^-alkg-O-alkh-. -alkf-CO-alkg-NR'CO-a!kh 

^V>. -alka-C0-alkb-;5:i*T'*O. 7S:*^Tt)-CH,-, -Z^i-tiHtm 
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-^5$ (I) tfi, Z43j;tXZatt, m-trz\tmtii-DX. ad 
rB^S^WLT^iTt>«fc^i^^Sj iciJtj-^ rg^KSj tLx\t. 

xh^i^c.-^Tji^jii tc^it5 mmmi tvxm^Ltz m^m^^v 
^L<«, 7'j;k eD'j;k -fSiJ^i/'j;!/, tfUv;i^?ti:£) tiExh^, 

5^;k ->i7D^>^;k v'^o'v^x^k ->^D^y5^;k ->^D:t^5^;u 
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rg^g§:#LTt/iTt)cJ:Vi^^^Sj tl^SJt^ rg^gj tVXit. mX 
10 J^:f:^^V. ;\oy>m^, C,_, 7;U^k>>^:t=^i^. - ho, vjy, fiM ) 

15 jvt^i^. 7^y. t/-c,.g7;i^^ji'7$y» v-c,_s7;wu7$/, s 

7S/, 7->>'P:f^S^;S:£*^^tf6»ns. 

^©M^st LTtt, mmm^^hxi^^xh^^^i^mmmmmmi . 

rgMS^WLTViTt>.kVi]14^Sj fw*Jt^ rg^Sj omt. mxiii 
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) 10 ;u=t^;K 75/, ^y-c,.6 7;i'=^^;i'7S/(«»j, ^f^;u75 7, x5';i/75 
ypif;i'7ay. <y:/Ptr;i/7sy, yf^>iU7 ay v-c,_s7 
;u=^;u7 5y (^j. ->*^5";i/7sy, vx5^;u75/, 'y-fu\i)V7^j . ->* 

:/5^;U75y, X5^;Up^5";l/7S/7:j:<h'), 7v;k 7=y)VT^J. IttXi^l. 
15 ;WP;i-^->:^j:£T*'5. 

mmm^mvx\^^xhj^\r^^mmmmmm. m^m^^Lx\^^xh^\^^ 5 7i 

1) ADy>iiT, AD^*>'fb^nTViTt)«tt.iC,_e7;u=!^;k t kd^->, 

c,_e7;p^;u5"^. 75 ^y-c,.e7;p+;u75y, v^-c,.,7;i'+;i^7 
25 Aoy>'ft$nTViT'bj;ii c,_g7;u4^;u-*;i/3j^=^^ti-5 :*;UA* 
^>r;u, Apyxb^nT^iT'bcti.i c,_5 7;mr;i'-x;u:j^x;i/7it>e>ii 

2) APyXk^tlTliT'bekl.i C,.g7;l-^vlp-ei/j:tiL3<@a^$nTVi 
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5 4) :t^y. Any>'fk$nTViTt>iVi C,_s7;WK S^S [$f*L< 

;i/=^^;k AD^r*>-fb$nTViTt)ctvi c,_6 7;i'3=^^v. ADywk^nxiri 
Tfcctvi c,_e7;u4^;i/^:^-. Aoywb^nxviT'b^^i c,_e7;i/^;U7>;i/ 

10 fJJlfSi^) 7^^3 ^WLTliTt>ckl.iC6_„7'J-;U:r=lr-X B^S^^rbt 

LTViT'bckViC,.„77;p=^;w:t^v'-;^;i/;i^-;k SI^S ($f*L<«A 
20 ^ L'<HADy>M^, /\Dy>'fk$nTtiTfej;ti c,_g7;p+;k lkp 

:^->, ADy>-ft$nTI.iTfcJ;li C,_6 7;Hi^>'. AD^^Xk^nTliT 

t) ctvi c,_e7;WP-;^;i'3}?-;i^;^ci') ^^L/Ti^TfeckViC e-,, 7 U-^k 
S^S^WLTiiTt)ctVi5^S;^^^^S ($?*L<{ihfU v;k eu^v 

25 ^L<tttrDU>^^;k tr^uvn;k tr^^v-;P7a:i*) , mmm^^b 
xi^xhJ:\^^c,_,,7y}i^)v^^i>t£a^^^mitrL^iui^L3m(omn^ 

^b<(i7ii5">^i:;k \dnfJi^-JV. t!^Uv^-;i/, e^7i/-;k 
/J;U-;k ^ 'J -;k v7ifA-;k xh^t Ko77-;U;&:<J:) 
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□ dr>{b$tlTtiTfeJ:li c,.e 7;i'=^^;uxjk7fc-;k X;i/77t-f;K 5 t 

*)j;ViC7_,9 7^;u^^:^-4^v-:^;i'^-;k mWk^ ($f^L<fiADy>'ft 

15 -Z,.,7)V^)V (»SL<ttfcfD'Jv-;M5";i'7ii:) , g^S (»^L< 
W\u^yW>=¥: APy>fk$nTtiTt>J:li C,_5 7;Wk tKD=^^v> 
Aoy>{|:$nTt.iT*)ckl^i C,_e7;HJ + v, ADy>ft$nTl>Tt)etli 
C,_e7>'P4^;i/-;^7;k-i^-;l'75:<!:) ^WLTViTfectV^C e_„7'J-;k 

25 MM^Xtb^^ 
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Y*^* C,_e7;U^l/> ($f^L<fi-CHj-) t/c«-alka-CO-alkb- 

nr i/iT <k c,_5 7;i'3 4^ V. ADyxt^nTi^Tfe^ti c,_e7;p^;i' 
ADyHb$nTtiTt)J:ti c,.. 7;WP7.;i/j}^-;p. ;^;U77^< 

;^;L'A^:-i';k Aoyxb^nT^^T'bctvi c,_,7;^+;^-;^7;^7^^- 
15 g^S (»tt<«Aoy*>-fb$nTViTfeJ;Vi C,.,7;U^;l'7'j:<5:) 

<>Hu;u;*^;pJi^-;u75:^) , m^m mtV<\tJ\ny>W.'f. ad 
c,_j7;uD=^i>, ADyv-fb^nTViTfccfcVi c,_5 7;wp-;tj;U7j? 

TViTt>ck^i 5 tai^L 7 Mo^^7?#;K1g^^S ($f «tfo u ->*-;k 

-tf^->*-;i/. tfD'Jv:n;k t:^'Jv-;P. tf^^v-;k ^;i/3}s'j-;k 
5"^^:;^;^'J-Jk i^7-feVti:;k xh^b HD^^-^Pnti') ] 
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5 ri!fi7^^m=f; 

Yf)H^.,7Jl^U> (ffSt<«-CH:-) , -alka-CO-alkb-*;/i:tt 
-alkc-CO-alkd-NR^-alke- (B^\mB^tmMm. R^«ffSL<li7X 

;u5^^, 75/, ^y-c,_e7;WP75y. >?-c,.e7;wu7a/, ad 
15 «tKD4^*x ADy>m^, '>7y, ADyxbsnx^iTfcckiJ c,_s7 

Tfec};Vi c,.,7)v=¥)i^:t. ADyxb^nTi'iTfej;^^ c,_e7;u^;i/7.;u 

20 iiTt)j:i/U,_„7^;wk :^7;i'A^:'r;k Aoyxk^nxviT'b.ki'iC, 
.,7Ju^)i'-tiAt^:^)U. Apyxt^nTi^Tfeckii c,_6 7JU4^;u-;^;i' 
^-;k a^s (n^b<\t/\Dy>m^ui:) ^^Lx\^^xt^\^^c,.,,7 

'J-JL'-:^;i'>}^->'k a^g ($f^L.<ttADy>'fk$nTiiT'bi;i.i c,.5 
7)V^Mji^) i£WL^TLiTt)J:ViC5.„7'J-;U-7>;i'7i^-;k aiis^w 
25 LTViTt)<kViC,.„77;U=*^;p:t^v-*^#->'k St^S (JftL/<ttA 
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t> JiVi c,_e7;u+;i/-*;u3K-;i/7'j:i') ^WLTiiTt)«fctiC g_„ 7 u -;k 

mmm^^Lx^^xhj:\^^^mmmmmm (^sL<«tf'jv;k eu^v 

(1) 7x-;k (2) 5 6 M5?#i^iim^S ($f^L<fi7U;k hfo 

•j;k -r^^^^/'j^k t:u>^;i/75:<b*) > (3) ^>-^>mtm^Lx\^^xh^ 
10 ViC3_8->^D7;i-4^;u (iff^b<«v^D7'Dtf;k ->^oA^^'>;k s^b 

Hd< >x-;U7i<i:) , (4) 4 ntlr^L 10 

u<tt7if5^v-;k trp'jv-;k e'^'js^-;k hr^^v-;k 

•J-;k 'J -;k v7-feVl:i;k xh^t: KD7 7-;i/7ii*) ^ 

rz\t (5) 4 7i L 1 0 mo 2 ($f t L < «x h 7 1 K O 

.15 -fy=^r/'J-;k :*-i7^t Ko-YV^/U-^UTSiii:) ] ; 

Ya7&^^^#*^c«C,.e7;l/^U> (JfSL<«Jg^^) ; 

m^z^ii'-/)m-^rzitmu^xc ,_,7;wi/ ($f^L<«^5^;p) : 

20 K'tt^C ,.,7)\^^JU (0^L<lt^^JV) ; 

Yi)^m^^. C,.,7JV^U>. -alka-CO-alkb-, -alkc-CO-alkd 
-NR*-aIke-, -aIkc-CO-alkd-0-alke-. -alkc-CO-alkd-S-alke 
-alkf-CONR*-alkg-0-alkh-, -alkf-CONR«-alkg-NR''-alkh-. 
25 -alkf~CO-alkg-NR*CO-alkh- (iB^^tilBtl^it^. R»«»tU<« 

3^'>-^^imiin^m.m^^ 1 7'«i:^iL3ii<|-bTiiT'bckiiC,_57;i-=^;u): 
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Yj!>i-alka-CO-alkb- (IB^ttSSSBtl^icS) ($f ^L/< tt-CO-) ; 

10 Tfeckti c,_s7;i/4^;u;^;P3^-;k T.jvyj'e-ow 5 6 *7?#;gi^ 
ttAoy>i^i^7i<h*) ^wuTtiT^>J;ViC._,4 7'J-;i'-;^7;uj}^-;k 

15 T J: Ce_„ 7 'J 7.;U7^ -;k fi^S^&W LXViX t> J; C,.„ 7 7 

^;i':t^v-:^;kl^-;k M^S (^!?SL<«ADy>'fb$nTiiTfe^u 

$ L<tteDU-:^-;M5^;u/j:£) . mmm ($?^b<«ADy>i^^. a 
20 □ywb^nxviT'betvi c,_j7;i'^;k t:KD+->. Aoyxk^nxii 
Tt>ci;^i c,_57;ni^->. ADy>{i:$nTi.iTt)j;Vi c,_e7;w=^^;i/-:^;u 

25 tf^'Jv-;k \^^^i^=.)lttii) 43cl:tXfii^ll*WLTliT'bc):tiC,.„7 

Y a J^^'ig-^^ ; ili^-O 

2 a*^7Ki^li^T*'5<b'&2^. 
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N- [ (1 R. 2S) - 1 - [ ( (3R) -6- ^ □ □ -3- [ ( X ^ 7 $ y ) -3, 4- V t K □ 

-i(2H)-^y u ;!!j;i'3}^-ji/]-2-(iH-< > K-;u-3--f tf 
5 ;w - 1- [ (1 - > 1 H--r > k -;u-2-< :^ - ;p] -4- tr u v >;^7 ju** 

N- [ ( 1 R, 2S) - 1 - [ ( (3R) -6- ;^ □ O -3- [ ( X 7 S y ) ^ ^^^l/] -3. 4- i/ 1 K O 

-1 (2H)-^y u -;i');t);u^-;u]-2-(iH-r > H->ii/-3-r;u) yo mm-^-i 

10 (-)-N-[l-[((3R)-6-i:7on-3-[(>?/5";P7Sy);t5^;H-3,4-i^k Ko ) 

-i(2H)-+y u -;i/);^;i/5}^-;i/]-2-(iH--r > K-;i/-3--i';i/) tr 
;i/]-4-(4-t: Yu^=y7j.j^'y)-\-\i^^)i>yl^)Ws^-^^ h\ 
N-[(lR,2S)-]-[[(3R)-6-i7DP-3-[(x^5^;i.7$ y ) p^5^;U]-3. 4-v t Kd 

-\m-^j u-;i'];^;u3j^-;i/]-2-(iH-'r > h-;u-3-< ;p) t'd hr 

15 ;W-4-(4-7;U:t07xy^>')-l-e<US^>*;U/}?=^^-tJ-5 

4-'^>7-r;U-N-[(lR. 2S)-l-[[(3R)-5-^ □□-3-[(v^^;i'75 y)^5' 
)V\-l, 4-vt: KP-l(2H)-^y U :i;U];t?;U/f:-;u3-2-(lH-i' > K-JU-S-i- 

20 (I) t^m^h^^%. ^(r>^wmt.\^x\i.. mm^m}i<oi^. 7 

>t-':7A:^, M^irtcm. 

if^jiyy. kriiU>, x^y-;i.7^>, vx^y-;u7^>. hUx 
r$'y->lU7^>. V'>^D^4r>>;U75>, N, N' - v^>>?;UX5'l/> 
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'>:3.owt. m^m. i7:L>ms nA^e^, u>ii'i?, 

;^;Uxr>At£, ■7i:7^^->':7A:^, AU-^Ai^T^ca m<D^Wi^. 7>^=L 

^m\z^^Kjt-iz^io^'&^ (I) \z^^r^it%<^. ttjiiD-^mm&dizm 
^DM^mtia^mzvxit^^ (i) tc^iki-^^k^^t^^vi^o 
7'yMt. 7)v^)v^. Ki hjmttntz.ittm m. it^m (i) 07 ^/ 

mifi:L-( 3^ ^ Mt. 7y=LMt. ^>^)U7^yt})Vt^:iMt. (5 - 
^;Hb. t e r t -zf^Mt^titzit^mtiE) ; 
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it%m it^m (d (Dimmer ^l^^m^. /vv^v-iMt. yo/t 

;u:t^v^5^;i/X7>x;Kb. x h^x;^3;i//i^x;i/^4^->x5';ux7>x;Hb> 
v;px7>x;wb, (5-pt5";u-2-:t^y-i, 3-i^^^yu> 
10 -4 — r;P) y5^;Px;^x;Hb, ->^^o'\^->;i'^=^^->:^;i';}?x;ux5^;ux ) 
X5^;Hb, pt5^;i.75 K<b$n:^c<b^ti;5:i*) ; ^J&^^frf e>n§. :ine>© 
7'o K^7:5^«g^i^^O;^^HctoT{b^i^ (I) *^^S3igr^c:«i:;&^T 

^fz. it^m (I) O^DH^yilf^, J1aJII»J£1 9 9 O^ftl rg^p^o 
15 Pa^J mT^^i-^^tH 6 3H*^e, 1 9 8M{CS3«^?nTVi5J:-57i. 4g 
m^^l^it^m (I) »<bT^t)0T$oTt>J:li. 

OTtc. {b^2i^ (I) <D^^m\z'D\,^x^xr\zm^^o 
uT(Dx^-K^\zum-^nx\>^^it^m\t. m^i^^\^x\,^xh^<. 

25 TI2®#SJ??, •C«l;it^7;U^;KbS;£^> JHItK^^-^S^S. 75/{bSii&. X 
Xx;WbSiS. 75H{bS;5, x-x;MbS*&. g^ibS^S^, jl7EiSf&. '^7 1/ 

JI/* "/l/ytl/— V3 >X (Organic Funclional Group Preparations) 

W,2Wl. 7tly^^y^:fUX^ (ACADEMIC PRESS, INC:) 1 9 8 9^T«J : □ 
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. >':f^)-^>'yy'-t—15—v!7' K 7 7 ;t—p^ — >' 3 >X (Comprehensive 
Organic Transformations) VCH Publishers Inc., 1 9 8 9 ^TiJ^tClSicO 

5 [X^-Al] 




XII XS2 



(II) (III) 




(I) 
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5^;p>?p^5";U'>u;k t e r t -:/^;i/>^x5^;u->u;U7i<h*) , Cg-e^^'i'^ 

->;^»;i/4^:^;i/7^cJ:<J:-e$.-5. 

L 'T^^n-s rjisiisj iUTJi, fy;tif, (i) j\u^'ym^ ^Ml 

h^)7)V^u^^yX)Vt^::^)V^^yti.E) . (3) M^SSrWLTl^iTt) 
rfiMS^WL.TliTfec):ViC6_io7U-;i/7.;i/*-;i/:t^i>J OA#:|?iJ 

<b^i^ (ID . mi-^s'^moit-^m (no . ii^umi'-2^m<Djisi.7^ 
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CO ; i-x?;u-3- (3 -v^^5';u7^yyDtf;u) 

±^m^<Dm'txm'tLxm^^xh^\^\ u^^xh> 7-feh-K'j;k dm 

K^^^mit. ii^**j-2ot:~**)5ox:, Btv<itm^x$>^. 
^^p#PB^tt> musm 1 0 Bfra-i^ 2 4 i^Pb^t^-s. 

(HOB t ) -k KD^'>-7-7if^>yhU7y-;U (H 

OAt) (D^^y\zff-oxhJ^i\ 

fi')^W.^fz.\t7 M^}±%^%(J>mL7 )Vzi^'yY irV^y^KisV 
4^->h\ :hh'J'^AXh=^xh\ ;?7U':7A t e r t - ^ h+v KTii') 

2) ««JA«. 7;P:^'J^m*rctt7;v;^U±^^)S07KM« (««J, im 

{ti-y')^h. im{'cti^)^K. im.w)^^h. im{W)^htiE) . 
7)vn')^Wk^it\V7)\^%')±m.^w,(n>mm. m. ^n.i-v')^h.. 

3) m^ii. h'jx5"jU7$>, -:/<y:/otf;i'X5^;U7$>. n-p^^" 
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;w^;1'7}nU>> v^^;1/7^/ t:'J>^>. dbu (i, 8 -s^7ifti->^D 

C5. 4. 0] '^>t;^- 7-X» , DBN (1, 5 - >^7lf fxi^ □ C4. 
3. 03 />-5-X» m<D7^>m. mXii\:^Oi^>. -i ^^'/-JV. 

it-kf^ (III) OSJ«:l4^«#:^:i^l'-5^* ($f^b<«l-3^fi) <0 

10 it^m (II) J 
^it'&m (III) ©SJ^Jttl^«^*J (C43tt^Sf&tt^^#:<hbT«, MA« 

6 7 - :^ >®f . c 6 - , 0 7 u - ^ /S: « c , _ 6 7;i'=^^;u. 

mWtt<Dmyi^mfSia) . S<4x;^x;p (^J. tt^S«rWl.TViTt)J:U7x 

15 y-;k 1 -t Ko=^^v^>yh'j7i/-;k i - 1 hp^'>- 7 -7if^ 
>\/hU7^/-;k 1 -fc Ho=^v-5 -y;i/7}^>^>- 2, 3-v;?7;i^7i^ 

^ rgj^Sf:tLTiiTfcJ;Vi7xy-;uj tcistts rgifesj ^hLTtt. 

20 mXit/\otr>^^^. :zha. /Nay>{b$nTtiT=bJ:i/iCi_67;U=^^;k ) 
A □ y $ nx I J; Li C J _ 6 7 ;b zi ^ vT^t 2: ;:?^^tf e> n -5 . s^s©^ 

7x/-;k p-xho7xy-;i/;if*s^tfe.n^. $f 

25 ^L<«^A^-r HT-^i>. 

mmm. ^mmmm. xh'j;ui^^jg, y^i^mmi^. ^h>mm^ x 



wo 03/042204 



47 



PCT/JP02/10800 



HF) . 7il h-h'JJk i;^DDpt^>, ^DUMA. g^^X5^;U7i<i: 

Kit^m\t. iis*D-2 or-scc, tif^L<{tm^r$>^o 

^j^A. T^miti-hv^yA. T^mitti^j'yA. mmyi<^mi-hO'yA. mm?^ 
Sfc, 2^;SJ«;:«. ifMit'jE&i;, *ij 0. i~i $f^L<mu 0. 1-0.5 

15 fS.i}^X"hmfk7my'h^-:f^)l7>'E=.^A-f}m^L^\ 

MIBL/fe^t'&tl (ID mXitWO 99/52875 (Cf2m 



HuEL;tib^#i (III) it. ^ 




(Ilia) 



20 [^'pot^mmutmmm^^t] T^^n^^t^tit/itj-^-co^iiT^ 

W-T'X -^-ll-vC^ ->>-fe->7. (Prelect ive Groups 

in Organic Synthesis) (1 9 8 0) 7a:<i:f3lEmcD:5?JilC L^td^oTfiftJn 
25 -S). 
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3445 (1998) ;xh7^Kn> l^^-X, 39. 8729 (1998) flE\Z$S.n<D 

i^tz, {t^m (III) \t. it'^m (III a) ^^)vts^=ym(Dm^^mzn 

>'>-fe>'7. (Protective Groups in Organic Synthesis) (1 9 8 0) fi, 

10 ii\z^m<o:f5mz\ytz.i}^-ox'i7t>n^o ■ 

15 x-Jl/vU;k t e r t -:/5^;i/>?pt5";i/>''J t e r t 

20 ; 
IS 2 (JK^^;KI&) 

25 iss (itr-Y-z {^^s.^\mmtmM^^^■r) xntn^mom 

A) 

^b^tl (V) ^(OY\Zii\^^X. MSL Uc^^r^^B^S^^CO. SOtfc« 
SO^T'^-S^i^, if.lM\t. mt^lM 1 07^ hMI:iK;£J<i:l^^tcLTfft>n§. 
^tz. it^^ (V) ff^YlCiS^iT. ffi^mSL 'IdSH^rSSt^STJ^UON R 
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/-CO-L» (VII) 

t. ^ : H-L -Z (VIII) 

M7;u^;KbS^&f5. mpii>m^m (IV) *^i~5ii (»^L<Ji 
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N-i^^5^;i/7!>;UA75 H (DMF) , T±.h>. X^y-;k tfUvX 
Rmi&mit. iiS-2 0"C~l OOX:, $f^t<«M~8 O'CT^S. 
iilBtfcfk^tl (V) , ■fk^fSj (VII) iSctmfc^l^ (VIII) 

mmxmziziii^^x. it^m (v) m^t>*)\z. ohc-y* -z (ix) 

it^m (IX) t^k^i^ (IV) <i:$ji7cW7;l'^^;WkSJ«J»l#-rJl<i:{lJ:o 
T, -fb^Ji^ (la) ^m'^t^^tifiXt^. :ifR^s\t. g^^ao;^^fC 

^jl7c6*)7;u4^;WbSit^Ji, ^Atf. -fb^ti (iv) (h^ui'-s^s (if^L 
$ -5 d t {c J: o TfT^:)*!-!. . 

i!llk*':7f|:^hU':7A. t^y>^^ m. ^^>-THF|glg. ;^x=]-;i/ 

7}^7>7^<i:) , vy^;u7;p=ii^At H'J K, :teckU^c:ne.#^7K^{kti 
t)V^7.m. m. m\:7)V^:Lr^A. mmt^^>^ ig^kinAVl^hT^ti*) S 
fctt:r=t^->:^{k'J>«!:©^i^!^7ij:<i:;&i^tfbn^. ^HTK^^k^^tt. JftU 
<\%=y7 Jim\tit-^%')=^^K. V'}7'\LV^'yim\'Ct^'0ms.EXhh. 
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RmfB^iit. mm'o 0 . 1 mm-- 4 s mmr$>^o 

mmbrzit^i^ (ix) ^w<i^^(o:^mzLfzi!}^-oxmmt^:iti!)n' 

10 

7s.yitRm. xTsy'MtK^s. 7'j-;u;*7yyj >i^Ejts> 

20 

KD77> (THF) . 1. 4-5/:t++l->. 1. 2 - ->'pC h4^->X:$' 
fiulB r^#®l^^iij <i:LT«, ^>iL>. hJUx>. ^'>U>. 
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(DMF) , N. N->/'pt5^;U7-feh7$ h\ N-pt5^;Hf dU K>fi^/{>? 

Mso) fji^i)m^fibn^, 

15 '^-^^izjt^cx^mm^f^^r^ztiz^^o^&oit^^ti'^^ztii^xt^, 
7B.ym(o^mmtvxit. muc ' tvxm^Lrzh(o:fym\fibti^o 

7y}v^jv m. ^>-J)itid) . 7xx;k hU5^;k '>u;i/ (^^, hu 

20 pc^>lPvU;P, hUX5';P->U;k S^pt^;P7x-;l/>''j;k tert-y ; 
5';i/vp^5^;U'>U;P> t e r t -•rf^;i/f^X5';i/vU;i/75:<»:) , C2_67;P'ir 

x;i/ (^j. i-7U;u7i<i:) nti'^^^^frf en^. c:ne©S(i. iT^ci^iUs 

-> (^«J. p^h^v. xh^'X yD7j?=^^i>;5:i:) *fc«x h nfi^Ta^^ 
25 tlXl^Xh^^^c 

\i]^ndriymoum^tLxit. mxii. c,.^7)i^)i m. ^^)\^. x 

7°ot:;k -rvyok°;k y'^Jl^. t e r t -7*5^;l-fcJ:<!:) . 7xx 

;k hU5";k C7_io77;u+;p ^>v;u/i«i:) , 3j^;u^;k c,.6 
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5^;UxU;k t e r t -:^5";k:^x5^;U'>u;uni:t*) . C2-67;i/^:::;K««J. 

"r^iZf if}V—-:/X <y -^—l^-v^ i^y-t'yTs (Protective Groups 
in Organic Synthesis) , John Wiley and Sons W (1 9 8 0) {3f2icO;& 

20 

ffc^ti (I) (r>mmt'^m^rz\t^<Dm.\t, mtztnm(o(i^^(o^^ti.E\z 

25 tbx'Aoxm(DmntLxmtiTh^\^\ 

^ft. it'^m (I) (i, 7mmxhim%mxh-oxh^\^\ 

it^m (I) 7l^#^<4f*:, i^Stt^Ji:, MStt^. lel^Stt^^Sr^ 
WT^^^tctt. cn?.fc<k^«^ (I) tLX^^-^Mtth\z. ^W<i^ 
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1 ) mm^^Bm 

yinB.i^tyt^^^Uit'^^ mXit, (+) -T>x;i.^. (-) 

>x;u®?, (+) (-) -m^m. (+) -i-7x^5^;u75 

>, (-)- 1 -7x^^;UT5>, (-) -v>D~>5>, 

2) :^^7;P;<77Ai* 

xj^m-^^ijm. mpumw^u-^h^yy^om^. enantio-o 

VM (h-y-ttM) h^^m. y^±)V^m CH I RALx'J-XYcCt* 

7-trh-h'j;k hU7>iu^D»g?, i^x^}V7^>uE) ^mn$>^\^m 
f^'^LtzmmtLxmrn-^'it^ztizjiO. ^^m^<^^^mt^o ^tz. 

mpHt:^'7.^u-7 h^^y^-om-^. CP-ChlrasM-DeX 
CB ii^-XJ\^1^'iX>7.^m) U^<D^yMyA^^mLX^m■t^, 

y't^i^(Df^'^<^^yt^m^UUmtit^Kmz^'DXi^77.^U:t^- 

7^ -mm) r^a^mxm-mtLfzm. M^ms-jt^r^^cDit^mum 
m\z^o ^^mm^um^^ ^momrz.t\zj:*)^^^ikw^m^ 
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m^. m^t^^t^^m^^^mm m^it. mtpa [a-pth:^^->-a 

tCctO, ^n^?n75 K#:^fc«XXx;P<4cOv7;^-r^:tT-*^#e>tl 

10 if&f^ iJ) it, 3- (-r>K-;u-3-'r;i/) -faAy-omiz^i-f^ 

2fi:fC7t^«14+'C^^Wt, l^^^«tt4''^:^^Cfe^iT (R) (S) 

T&^^^^ET-s. c:®e>-fe, (R) mm^L\.\ 

^fz, it-tm (I) 1, 2. 3, KD=1^y 'J>StIi5^j• 

'2>3fi[^C^#«^44''C^^WL. ^^^fiHt^'^C^IC^JtiT (R) (S) 

15 ti>m^t^o it^m (I) tt. (R) w^it\t (s) i*:©^^^^^^*^ 
^t^^ffSLVi. cLo-^-^. (R) mmi^h\>\ 

^$'<y2§^#: (SSTR2) ^^mm^m. is.t^x^hv^hT.^^y-^zf 

l/-h->^'^— K^^^y^-JU. Ca2*5^i'>^>;i/. MSMflftUVgf^b. 
:j^7. ^ U C y S - jP 3 - U >i^M^^, MAP ^t-ii. N a 
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^eii. -fb^ti (I) ft. $ttt)<s<. mifti^ m. tK, -i7x. 
mmt^)\^^> (GHRH) , ifu^jy. ^^mm^^jv=E> (tsh) , y 

LX\t. mX\t. 'iy7.^)yy<i7^u-7.7 7^^ — l (IGF-D 

^iiXS ifaWrt^tiMB^ (VEGF) t^iO^rnVf^n^o g^.r^S^tlife 

Kj tLT\t. mp.\t. A'y7^X'r7W>xXT-^':^;i/4^'J^y5'K (v 

IP) \1S7.V^)>;^Mzl>m^zr^\^-l (GLP-1) ■.^JVu-T.t^ 
15 ^>x>h-r>X'J/ hnl:f^;/^^U^y5"K (GIP) ; 7$ 'J > : i^-^;^^ 
>X-P : CCK (uUv;^ ; 7 5 7— t? : >i5'-D-r^>- 

6 (iL-6) , -ly-^-u^^y-i (iL-i) u^o-iy^-u^^ 

>^ ; T N F - a 75: Vid^ y Vu\^yfi dtm^i^n^. 

Lrzt)^r>x. it^m (I) it. ^±x$>o\ mmmmi^mm^m^om 
mpiit. it^m (I) «v (1) Tsnm^mm. tt^m'&L 

25 (*aifg<4) TSMJi, ^miiACTH (7 K 1// h p t*» M 

M4Ji^. <>;^uy-v, tDV'^j-i \^uE(DmmofkmM. ■ (2) «im 
m (m. -r>xu>-fe#M (i^) a^i^. ^y7.^jytm^m (ii^) ^ 
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mmm^mm^. m^mmm. mm^nmmm. h*->€^p, ^iit 

{£jfiii£5£75:i:) (Df^mm. (3) >x^j >^&(D^w^rz\t'k'^^0mm 
ts.^\z^^mm. m-kmuEo^f^mm. (4) t^tt^^. it^iiii^, pis- 

s^j m. ^7sh')>mBfim(Dmimu^) . (6) rt^Miiiii^wii:^ 
\z^o7^y-'^MmmmL -^ibizmmmwwKD^'^mM. (?) 

Short bowel mmmu^) s mit^mmuaommzmmt^T 

izmmt^rm. a i Dsicesr^™, ^m^mudiz^oi^m^^m 
^Kjitsizmmt^rm. mmm\zEmrhTm. m^Wr^mmmzmmt^ 
rm. ±^itm<tmizi^mt^ym. tffmnmiiQ&izi^mr^Tmt.ii^(D^ 
mm. (8) ^>\^>^mmm. i^m^:km0k. ^n->m. mitm^B, 

'mmBi^> ^^mmiim. ^mm. wm. m'^m. mi^^. 

•5, (10) m.-x'i^'bm^. ^iiimwL^s 'L^-^mm. >bmm.m m\z. 
mnmrnmin. s^m^. mmin^mmo^mm. (12) ^m\zmt^ 
^£^(7)paif^ffi(cso'#, m7.\t. ±${>^-^fz.\t.wm>^<Dm.\z'^om.m. 
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^(D^mm. (1 4) mmm m. mp^muii) tato^mm. (i s) ti 
5 liA'i^xUTMMis^. mito^Ji'T.m^. ^mxi^^i^m^mm. n^^')7 

n-Jl^B0k. Am^0k. B^JFFf^, CMM'^i. AIDSS^Ji. bhA't 

uEo'^m 'f^mmtLx^mr$>o. (i 6) i^^, tHi, jkj 

^\z. it^m (I) \t. it^m (I) icE^^fc^jgSTjcx^— ^rO-L 

v^h7.^^>^^w^^t^mmo^ ;^-i^>^{zm^^^ztf)^xt. it 
(1) izmt^^tzitmmux^-D—^i^tvxmmi^mxr^ctiz 

zi>tji^(Dts)\^^>o:)^mizm-^LXii<0 (#tCSSTR2) , fk^l^ (I) 

(I) \t. ^^t^}v^>'^iGT-i(r>:^^\z^mt^mB'^^^<o=fV3' 
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#M (IIS) mmmu^) $>^\^^\tz.ni^{zmmLrzm^(omB. tts.t>-^ 
nmrn-^m'^ m. m^mi^mm^. mmm^wm. m^mmi^mm. k 

15 ^mmmom mm^izm^m^m m. ^mo^mm ; mW}m:fj<D± 

m. 'i^^±izi6ii^'bmm±. 't^mmo^m. iu^mmmzm^ 

20 ^^mom^s ^^mm\z^^im'i^o^)V7.if¥mo^^. mzm^ 

25 v<\t^m^m ^^t^iti^. ^(n)'&nit^)vt!ziy^mnm^m\zm':s 
■^i\z. it^^ (I) mm^mmzmn. nmmzmm^mt^zt 
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60 

X U >:^^iJ{)Sji^. k*^^7•:^< H^J. OX U >, a - ->y— fe'm* 

SGLUT (sodium-glucose cotransporter) M-^MUiit^M^if i^tl^^ 

^b<«Tl/-r>K:^)\ JTT-5 0 1. GI-262570. MCC- 
15 5 5 5, YM-440, DRF-2 5 9 3, BM- 1 3. 1 2 5 8, KRP 
-297, R-119702, CS-011, FK- 614, WO 99/5 
8 5 1 0 tcia^o^l::^^ (E) -4- [4- (5-^5';u-2-7 

x-;u-4-:t=^^-tfyu;u^ h^x) -^>-:^;u^^v-r$y] -4-7x- 

)V^n) , •r-y-^'J:$'1f-;i^ (Tesaglitazar) (AZ-242) , yi^^^)^^- 
20 (Ragaglitazar) (NN-622) , BMS-298585, ONO-5816, LM-4156, MBX-102, 
LY-519818, MX-6054, LY-510929 ^ti'd^^tf 

25 07>^n«:7Aig, :5^U^>^7=K, ^U^^^vH, ^Up^tfU K, :5^'J 
•fr^U-K, 55"^'J-K (KAD- 1 2 2 9) , J TT- 6 0 8;^j:£75^* 
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>7.*J>tl^i!}m^iibn^o ^>X^J>tVX[t. 0. 4 5f)^<b0. 9 (w 
10 oT'^J:ti. 

7^j::fe, -r>xu>{3«, Mi^jciM, -+§s. ^Tem^ tmmf£ii 

15 /3 3 7 K ^■:^'J ^S^^f^Sj^t LTH. mXii. AJ-9677, BM 
S-196085, SB-226552. A Z 40140. CL-3162 
43. SR- 5 8 6 1 1 -A. UL-TG- 3 0 77:j:^;{)^^tf ens. 

v'^y^v^^P^T'^^^— fe* I VRiS5ifiJ<i:L.T«. NVP-DPP 
- 2 7 8, PT-100, NVP-DPP- 7 2 8, LAF 2 3 7, P 32/ 
20 98;i!:i*:*t#frf^>ns. 

75 U >7zi-X h t LXii. mXii. y'yAV >^ \^ti:^^miibn^o 

SGLUT (sodium-glucose cotransporter) HS^JiLTJJ, ^IX^t. 
T - 1 0 9 btS.Ef)m^1^M, 

=f-y. BAY-27-9955, GLP-1. Exendine-4 Tjt^d^'^tf btlS, 
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±12 mmm^mm^mmi tbxit. m^^-i. 7)V)^-xM7zmmmm 

5 7.^y h : ^^V7.^v h ; M-yV7.^v V \ SNK-8 6 0 ; 'Jt-)\^V7. 
r^'y h ; AR I - 5 0 9 ; AS-3 2 0 IflHtmM^fl^. 

yU^-V3>E§m<i:L.T^i, mX\-l. evyv>, ALT9 4 6. tf 
^ h4^-!t5">, N-7x:^'>;U5^7V'>JC7A :/DT-f H (ALT 7 6 6) . 
EXO- 2 2 6 7i£*^*^tf e>nso 
10 yox<>=^^-^--1fCiaSai<i:UT«. LY-333531 7i(i:A^^tfe>n ' ) 

t$iii^«H^<i:bT«. mt^NGF, NT- 3, BDNF^CclfT&^'^tf 

#M^#H^i§JP^<i: LT«. ^A^^WO 0 1/1 4 3 7 2 {ClEiJ(D- a 
15 -DNn^-OM^-^^jgiSiiSiJ (MA«4- (4-^DD7x-;i/) -2 
- (2-^5^;U- 1 — r5;5^VU;U) -5- [3- (2-pC5^;i/7xy + <» 

l$^ll4i£)im<J:LT«, ^JAff, Y-128, VX-853> lfu^-:r 
(prosaptide) 75:<i:*^^tf ?>n'5o 

g?X5^;k ^•7>5^> (memantine) , tf"7yKU> (pimagedl ine ; ALT-71 1) 

7Jl/:t^il^>, ->yh7^>, AW7^>. 7x>7;i'7^>. 7x 
>x;i'^>. 7>7xy^^>, x=^^-!t>7x:$'a>, 7x-;uyD/ty- 
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^y^Ktt^W$iJ^itT«. MA^if. Uzf^>. CNTF (^mW^ 

nU'>Xh=¥:z>7zi=L7.htLX\t. MXii, U>5^hUyh. FPL 
5 - 1 5 8 4 9f3i^i!)mifin^o 

;k ^:^■lI7'u;k v^ifyj;k x^*y'j;k h^>K^y'j>k 

XV x;^7;i.vk:>/i:<i:>'#tf^n-5o 
AL 0671. NIP-121 tiEljim^ii^n^, 
20 >>'|x^v5";k A';WU^>, •<Jl/>^-y-;i/^>. CS-866, E4177 7:ci*;5^^tf 

;p,-feUA'7.^5">.-r^A*x^5^>, zD-4 5 2 2t.rz.\t^nib<Dmm. 
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xi7 7u>'^^mmmm^\tvxit. mxii. wo9 7/1 02 24^12 

N - [[(3R, 5S)-l-(3-7-fe ;f^^J\^^n 

5 tfe>n§. 

15 ±s2J!j^^tc'b, mmmmtLxit. m(D^^Tt^)u=E>^m^^mti 

mXit. GHRH) . GH. IGF-IJ . r-y-< h;tr-r 

muLtzmmmmmo^^^mam^^nr. it-^i^ (i) tmmmm 
20 t>ctii. mmmmwio^-^mit. Bi5R±ffl^ie>nTVi^s^a{c2p-rn«j; ) 

mmmw\t^m^^t>tnxi^nit^\^\ :i<D^ofi^^mmtvx\t. m 
25 xif. 1) (I) tmmmmmt^mm\z^MitLxn^n^M^-o) 
mmon^. 2) it-t!^ (I) <i:#ffflffl^^ji^sij^t3MmLT^ien^ 
2m(Dmmom-^^m^x(omn^^. 3) (d t^^ffl^^jt 
^m^izmm<tLxn'bti^2m(Dmiom-^^m^xmfB'\m^ii\^^x 
<Dn^. 4) {b'&ife (I) tmmmmMt^m\zmmtvx%ibn^2m 
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5 it^^ (I) tmmmtom^itit. i^a^ 
^^^mm m^ii^ x7.hD>'x>^j, 7d^>'7x>. ^^+'>7x>{3 

mmmmj^mt. a^. -fb^ti (i) tmm^mzmm-^n^mi^^t^. i 
1 0 omm%xh^. ^^m\t. j^a^^^^tictos 

.7:c^;i>^\ Hi^Pt^^MchUT, fiKA at)6 0kg) (c^fL. SiDi^J 

(hLT, lE^fcO. ak^tl (I) ) iUT^tJO. 1-5 0 0m 

g,^SL<«$tIl~l 0 Omg, $^)»C»^L<«5~1 0 OmgT'^0, 

(i, mmMtvxmm(D^m^mh^^^\t^M^wmwh\iibri. m 

yiiR^j, m^n. nhm\ m.^m.mzm^ 

^fz. '^.mzjt^cx. mm. mmim. mmu -a-m ^mm. m 
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^^Ji:LT«, mtf. SMtK, T)Vn-)V. t'd kk>i/'J n-;k 

x-^A. :^^b^>-t:hx'^A, =Ey T.y'T 'J ym^^j±^j yunonmmit 
m-.mpiit, jj^u k*xju7;m-;u> exji^eou h*>> ;^;i'4^^f>^ 
5^;ni;i'D-x:M-'j!>A, ;>^5";i/iz;i/D-;^, t H□^>'>5';^•fe;^□- 
x, k KP=^^vX5^;P-fe;WD-X. k KP4^v:/otf;H:;UP-7.nj:<i:0i^ 
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15 M^n^*«, ^n^it:^9^m^m^t^h<DX'\tfi<. ^rz:¥^^(Dmm 
^itRLu^^mmxmt-^'\txh^i^K 

miz\m7i(.m^-7if^'>0A^rzitm7i^^mi- h u Oju^mi^^tzo r%j it 

20 mi^itit. ^mit^TT^r, 

mxm^Lfzo 

^X'pxm^^^nx\^^^t<om(ommtT^(DM^^7jkro 

25 s : ->>^>u/ K (s i n g 1 e t) 

d : ^*7>«y h (doublet) 

d d : yy')\^yy'Uy h (double doublet) 

dt : y:/;Uh'J7V-y h (d ou b 1 e triplet) 

t : h'JzfUy h (t r 1 p 1 e t) 
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q 


^rJl^yyh (quartet) 


S € D 


: '^zff'yh (septet) 


m 


: -^JV^zfUy h (mu 1 t i p I e t) 


b r 


:/D-K (broad) 


J : 


:tiyZf*J >^MWi (coupling constant) 


Hz 


^jyy (Hertz) 



CDC 1 J : m^un-t^JVL. 
DMSO-d j: mi^^^J\^7s)Vt^^'>\^ 
THF : '5^h7tKP77> 
10 DMF : N, N-v^^;U7i^;PA75 H ; 
DM SO : vp^^JUXJl/^^^vK 

wsc : 1 -x^;u-3- (3-v/5^;P7^y7°Dtf;i/) ;^;t'# 

'H-NMR i-fnhymm^^m 
15 (a^7'j— «J^CDC 1 s^rm^Ltzo > 

I R : #^M7.^^ h)l 
Me : 

E t : X^;i/ 

HOBt : 1-t KD4^->-lH-^>\/h'J7\/-;i' 
20 HOA t : 1 -t KD=^^v-7-71f^>7h'J7V-;i' i 

I PE : v-ryyDtr;px-x;i/ 
25 N- [1 - (1 H-<> K-;P-3-< ;w x5^;u]-N->r y t'd tr;uy d/i >-2-7 $ > 
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<>H-;U (50 g) (200 ml) mmz^lf^T^ V ^oh^JlJ i > 

(27. 8 g) ^ctt^gOJKT-t h7;UxtH (21.9 g) (Dh}VS.> (50 mL) 

jpA., imrmwiyfzWi^ z Bm^mmmmbrz, K^mz^^i^ csoomD, 

5 mmx^)\^ (70 mL) ^mXX^mVfZo WillS-7K.(70 nU T'tttBbT'c, 
\zmW^. i^i?X5^;i/ (300 DiL) TttdiU/c. 7Ka$:i^^Xf^;i. (100 mL) 

xmi^Lfz'^. mtamz^mm^mx. tk (200 mu T^^tu. as^^y 

10 fk^tl (55.8 g, it5i[$64.6%) 

'H-NMR (CDC! 3) (5 1.07 (3H, d, J = 6.4 Hz), 1.08 (3H, d, J = 5. 8 Hz). 

1.51 (3H, d. J = 6.6 Hz), 1.64 (IH, brs), 2.87 (IH, sep, J = 6. 2 Hz), 

4.26 (IH, q. J = 6.6 Hz). 7.07 - 7. 23 (3H, m). 7.37 (IH, dd, J = 1.4. 

7.8 Hz). 7.71 (IH. dd, J = 1.2, 7.2 Hz), 8.15 (IH. brs). 
15 IR(KBr) 3414. 2967, 1456, 741 cm"' 
2 

(2RS, 3SR)-3-(iH--r > K-;i/-3-r;u)-2-- S □ 7*^ >s^^5^;u 

Me. 




N-li-dH-f > K-;i'-3-<;i/)x5';n-N-< y 7°o tr;U7°DA°>-2-7$ > 

20 (20.23 g) (Dh)lX.> (200 mL) ^g^JCX h □i^g?^^^;!/ (11.91 g) iK'J 
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X5";u7^> (13.94 mL) ^^iax'iPA, 30 ^^gj^.L;^^, zmmuammm 

Lfzo }^^^. Kl^-t&^im^mk (200 mL x3). tK (200 mL x2) X'M'A^ 
^L. MT^^.v'^AT^^^MffiTJii^LT, Syn/Anti ^^tl^^llfc. 

5 ;t^{C^^-t)-> (100 BiL) ^iJP^T,^^S:5SjL;t (17.68 g. JR¥33.7%). 

>=1 .M-l :2) TJ^SIb, Si^^S:^05I1-::i{3J:0^^<k^i^ (14.09 

g. IR$26.9%) ^^§fc, 

'H-NMR (CDCl,) 5 1.55 (3H, d, J = 6.8 Hz), 3.56 (3H, s), 4.18 (IH, dq, 
10 J = 8.8. 6.8 Hz), 5.44 (IH, d, J = 8.8 Hz). 7.10 (IH. d. J = 2.6 Hz). 
7.15 - 7.23 (2H. m). 7.38 (IH, dd, J = 1.2. 7.8 Hz), 7.63 (IH. dd, J 
= 1.4, 7.8 Hz), 8. 14 (IH, brs). 
IR(KBr) 3418, 1752. 1559, 1458, 745 cm"' 
##^J 3 

15 (2RS, 3SR) -2- 7 ^ y -3- ( 1 H-< > K -JV-Z-i ;|/) ^ 



(2RS.3SR)-3-(lH-r>H-;U-3-r;W-2-- hDy^>^^5^;i. (15.0 g) 
th^JyjU^nmm. (17.6 DiL) (DJi^y-)V (300 mL) mWzm./^yz^'y 
A-mm (3. 0 g) SrJD;^7K^^B^T, SOrT* 6 PfrelM^J^iLfc. }^^^. 

(250 mL) - M^;^7U^A7jc (171 mmol in 150 ml) ^JD^T. ^^mLtzo W 
mm^ m^it7>=E:zOA7i<. (lOOmL) 43j;D^^fPftit7K (100 mL) T'^# 

mm^^^i^^yAX'^m^. m^Lfz, ni^rirzm^^mm:L^JWi?E 

T^jtLT. mmit^!^ (12.0 g, 1R$90.6%) ^mtzo 
25 'H-NMR (CDClj) 6 1.32 (3H. d, J = 7.4 Hz), 1.50 (2H. brs). 3.68 (IH. 




Me 
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m). 3.74 (3H. s), 3.94 (IH, d. J = 4.0 Hz), 7.06 (IH, d. J = 1.8 Hz). 
7.17 (2H, ddd. J = 1.2. 7.4. 8.4 Hz). 7.36 (IH, dd. J = 1.2. 8.4 Hz), 
7.68 (IH. d, J = 7.4 Hz). 8.20 (IH, brs). 
IR(KBr) 2969, 1734, 1485. 1229, 743 cr' 
5 ##08 4 

(2R, 3S)-2-7 ^ J -3- (IH— r > K-;U-3-r )V) -Zf^ 

Me 




##^»J 3 T^l^n;t(2RS.3SR)-2-75y-3-(lH-r>K-;^-3-f;^)y:$^ 
>^;^^;H9.2 g$rHPLC{3ck0^i-5lLtgie^t^i^8.19 g^%fz.. 

10 

tiyh: CHRALCEL OD 50 mmlD X 500 mmL 
^Kffi : A+-b->/X^/-;W/hij7;i/:^-O»K=93/7/0.1 
^ ]i : 60 nL/nin 
M m : 25t: 
15 ^ its : UV254nni 

Ttm^^^ C,3H„NjOj • CFjCOOH • 0. 5HjO t LT 

ffM ; C, 50.70; H, 5.11: N, 7.88. 

H^'M ; C, 50.91; H, 5.18: N, 7.65. 

mm I 

20 (2S. 3R)-2-7a /-3-(]H-r > H-;i'-3-1';i') 7*:$' >i?^5^;P 

Me 
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P^m 4 1 mm\z. (2rs, 3SR) -2-7 ^ y -3- (ih-t > k -;i/-3-f ;w > 

Tt^^t^f C,3H,eN,0j • CF3COOH • 0. 4HjO t LT 
If^M ; C. 50.96: H. 5.08; N. 7.92. 

5 mmm : c, si.is; h. 5.26; n. 7.54. 

(2RS, 3SR)-2-{ [(9H- 7 :t U > ~B- ^ )\^ ^ h ^ i^) - Jl] 7 ^ 

J ) -3- (iH-1' > K-;i'-3-r ;u) y^^^Ji' 




10 (2RS,3SR)-2-75 y-3-(iH— r >K-;u-3-i';i/)7*^>i?p*5";u (2.32 g) 

i hUx5^;i/7S> (1.01 g) ©THF (20 ml) m^Z 9-y )U:^U-JV;f^^)U 
fp u DTixjU/- h (2. 59 g) O THF (10 ml) '-^Wl^ 0'CTiJD;^^c (i^d^^iil) . 
10^^-PBm«iLm S;&^^*JC}!lDA. i^Kx5^;UTaaiL.fc. W«ll«r«a 

15 )\^tiyh0u-^V'^v-7^- (illicit :i^i?x5';i//^4+f->= I :4~] : 1) 
TM^L, ^Mfb^Jfe (4.6 g. 1R^100%) ^l^fB5bc«»*<hLTt#;t. 
'H-NMR (CDCI3) a 1.46 (3H, d, J = 7. 4 Hz), 3.62 (3H, s). 3.65 (IH. m). 
4.10 - 4.27 (IH, m), 4.32 - 4.39 (IH. m), 4.68 (IH. dd, J = 5.6. 9.4 
Hz), 5.36 (IH. d. J = 9.4 Hz), 7.02 (IH, d, J = 2.6 Hz). 7.09 - 7.78 

20 (13H. m). 8.05 (IH, s). 

£iiT<^##««i 7-8 iztzm.0it^mt^^m 6 tmmz Lx^^Ltzo 

(2R, 3S) -2- { C (9H- 7;P^ U >-9-( h 4^ -» :^3;i/ix;U] 7 ^ ^ ) -3- (IH- 
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MASS (APCIMASS), m/z 455 [(M+H)']. 

(2S. 3R) -2- { [ (9H- 7 V >-9-< 7 5 / } -3- (IH- 

5 <>K-;p-3-<;W:/i$'>K^5^;i' 




H I 

MASS (APCIMASS). m/z 455 [(M+H)*]. 
9 

(2RS. 3SR) -2- { [ (9H- 7 ;P :f U > -9- -T > h ^ v ) * ;U tI^ - ;i/ ] 7 5 

10 /}-3-(iH-r>K-jp-3-'r;i/)7'^>g! 




H 



(2RS, 3SR) -2- { [ (9H- 7 ;i/ ^ U > -9- < jl- h + -> ) ^ j^* - ;i/ ] 7 5 

y)-3-(iH-f >K-;i/-3-r;i/)7:S^>i?^5';i/ (2.9 g) 0v:r4^it> (100 

mL) /t^{C6M^ig®^^^ (10 BiL) 1 IOt:T 40 l^rem^MgitLfc. 
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'H-NMR (CDCIj) 6 1.47 (3H, d. J = 7. 0 Hz). 3.6 (IH. m), 4.2 (IH, m). 
5 4.4 (IH. m). 4.8 (IH, m). 5.4 OH. m), 6.97 (IH, m). 7.15 - 7.77 (13H, 
in). 8.0 (IH, s). 

10-11 izmmoit^mitp^m 9 tmm\zvx^^vrz. 

(2R,3S)-2-{[(9H-7;U;t-l/>-9-r;Up^ h^-»;^7;i'5i^-;i/]7^y)-3-(lH- 

10 >\^-jv-z-'<)i):f^>m ) 



MASS (APCIMASS), m/z 441 [imVl. 

(23. 3R)-2-{[(9H-7;U:t U>-9-'f Jl/pt v) ;<;Jl'j|^-;H 7 S / }-3-(lH- 

15 > K -;u-3-'r ; w zf^>fk 



H 

MASS (APCIMASS), m/z 441 [(M+H)*]. 
##^^12 

tert->^?>iP 4- (3-pt5^;i/7xy^v) - 1 - tf^'J >'>*;U7J^ 
20 4^->^— h 




H 
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a 



0 





7i(.miti-h^J0h,mtSi^<^ (0.8 g) <^N. N->^p^5^;l/J^;UA75 K 

(40 ml) mmmz3-:^=^jiy:^y-Ji^ (2.16 g) ^^ux-uax. 1 s^p^^ 
5 ^->] - 1 - tr^u v>;^3;i'^=^"->^-^ (6.15 g) ^miMiX'ixi^. box: 

=30 : 1-10 : 1) xmVi^mit^m (1.07 g, iR^ 18X) ^^ft, 
10 'H-NMR (CDC 1 3) 6 : 1.47 (9H, s). 1. 67 - 1. 98 (4H. m), 2.32 (3H, s). 
3. 27 - 3. 39 (2H, m), 3. 64 - 3.76 (2H. jd), 4. 49 (IH, sept, J = 3.6 
Hz). 6. 70 - 6.79 (2H. m). 7. 12 - 7.20 (2H. m). 



15 tert-T"^;!/ 4 - [4 - (7S 7 X;i/7^x;U) 7x7 4^->] - 1 - tT 



'H-NMR (CDCI3) 5 : 1.47 (9H. s). 1.72 - 1.95 (4H. in). 3.31 - 3.43 (2H, 
m). 3. 62 - 3. 75 (2H, m). 4.57 (IH. sept, J = 3.4 Hz). 4.92 (2H. s), 6.98 
20 (2H. dd, J = 2.0, 6.9 Hz), 7.86 (2H. dd. J = 2. 1, 6.9 Hz). 



ter t-y5^;U 4- [4- {^>i^)Vt^i^) 7xy4^->] 



P^m 13 




0 



##^J 14 
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4- (^>>^JV^=^'^) 7xy-;i/ (e.oig), t e r t -^^Jl 4 - [(/ 
=^)lX)U-!t<-)V) :t=^'>] - 1-^:^0 'J>tl)Vt^^'>y-h (7.25g). h 
'>)7x-;U3i^;^7^'> (11.8 g) OTHF (100 mL) mmzi^J:^)l7V-ytl)l 

5 t^^i^^-h. mh)VJi>mm (n.og) ^^iaTjjDA. lai^Paiisi^ufc. 

;i^=4 : 1^2 : 1-1 : 1) X'mmb^Mit'^^ (6.83 g, iR^ 59X) ^mtzo 
10 'H-NMR (CDCl3)(5 : 1.47 (9H, s), 1.60 - 1.96 (4H. m), 3. 22 - 3. 35 (2H. 
m), 3.65 - 3.76 (2H. m), 4.32 (IH. sept. J = 3.6 Hz), 5.01 (2H. s), 6.73 
- 6.93 (4H, m). 7.31 - 7.42 (5H, m). 



ter t-:/5";u 4- [3- (^>v/<;p:i-^-» 7xy=t^->] - i-tf 
15 ^'Jv>;^7;U5i^^v7-h 



3- i^>V^ J\^^^iy) 7xy-;U (4.28g), tert-7*5^;i/ 4- 

[ (p^5";|/x;uj}^-;P) ^^^v'] - 1 -e^'Jx>:<7;i/7j?:^^i/^- h (4.83 

g). h'j7x-;i/7j^X7^> (7.87 g) <DWF (75 DiL) mmiZ>^X^)\^7'/ 

20 v^jU/J^^^i/^-h. 40«h;i/x>^?^ (11. 3 g) ^^igX'JD^. i2i^rami$ 

X5'JP=10 : 1~5 : 1-2 : 1) Trm^htz. 



#%^J15 
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m^nrz^^<D;f^^ y-mm (35 mu izzm^i^f^^tth^j^i.Ti^ 00 

DiL) ^^iaTjDA, lommmwbtz. ^nc^m'^^^im^m^yK m mi) t 

^{fc^tl (1.80 g, lR^37!i;) ^mz, 
5 'H-NMR (DMSO-dg) 5 : 1.41 (9H. s). 1. 42 - 1. 59 (2H, m). 1.80-1.91 (2H, 
id), 3.12-3.24 (2H, m). 3.58 - 3.71 (2H, m). 4.45 (IH, sept, J = 4.2 
Hz). 6.32 - 6. 39 (3H, m), 6. 98 - 7. 07 (IH. m), 9.31 (IH, s). 

t e r t -Zf'^Jl 4 - [4 - (1 H-x h ^7-;l/-5--r;P) 7iy+>'] 

10 - i-e^uv>:^;u:?i^+->7-h 




tert-y^^Jl/ 4- (4-5/77 7xy:^rx) - 1 - tT^'J v'V*;!/ 
t-^z^y-h (3.02 g), 7'J\ti-h^)^h (1.30 g) ON, N-vpt5^;i/*c 
;UA75K (SOmL) ?§f^{C.i^{t;7>^^':7A (1.07g) ^gfiT'JDA> 125^ 

15 T 2 aramJiiLfc. .Rf&jg^i^^TKfc^tt. 1 m.^^m7Kx ph ^ 5 

Xmmit^^ (3. 03 g. 87J;) $^#fc. 

'H-NMR (CDCljyfi : 1.51 (9H. s), 1.71 - 2.00 (4H, m), 3.36 - 3.48 (2H, 
m) , 3. 64 - 3. 75 (2H, m), 4.50 - 4.62 (IH. m), 6.32 - 6, 39 (3H, ro), 7.01 
20 (2H. d. J = 8.8 Hz), 8.09 (2H, d, J = 8. 4 Hz ). 
##f!lI7 

4- (3-p<^;i/7xy^-» \d^tji^>-mk^ 




tert-^^^^Jl/ 4- (3 -^5';l'7xy + x) - 1 - tf^'j v?>;«?;U 
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/J^:^v7-h (1.07 g) <Di^^J-)\^ (15 ml) i^mzW^ (1.0 mU 

^c?^$>&pc^5'y-;u/>^x5";i/x-x;n?i5fe?t> ^^Lx^M^b^^ (0.74 

5 'H-NMR (DMS0-de)6 : 1.78 - 1.90 (2H. m), 2. 06 - 2.13 (2H, m), 2.27 
(3H, s), 3.00 - 3.10 (2H, m), 3.18 - 3.24 (2H, m), 4.62 (IH. sept, J 
= 2.4 Hz), 6.75-6.81 (3H, m), 7.16 (IH, t, J = 5.4 Hz), 9.09 (2H, s). 

^xYo^nm 18-21 izmmoit-tmrn^m 17 tmrnzLx^n^brz. 
10 3- (4-\^^^ji^-)u^=¥i^) yjiy-)v-mm. 

'H-NMR (DMSO-dj) (5 : 1.72 - 1.91 (2H. m), 2.00 - 2.14 (2H, m), 3.04 
- 3.20 (4H, m), 4.56 (IH. sept, J = 3.2 Hz), 6. 37 - 6.43 (3H. in), 7.05 
(IH. t. J = 8.6 Hz), 8.98 (2H. s). 9.44 (IH. s). 
15 1 9 

4- (4-lf'^'J v-;i':t=^^v) ^yM>7.)Vit^>7^ h* • 



HN 




'H-NMR (DMSO-dj) a : 1.80 - 1.96 (2H. m), 2.08 - 2.20 (2H, m), 3.02 
- 3.30 (4H, m). 4.78 (IH. sept. J = 3. 6 Hz). 7.16 (2H, d, J = 8.9 Hz). 
20 7.25 (2H. s). 7.76 (2H. d. J = 8.8 Hz), 9.21 (2H, s). 
##^^20 

4- [4- (iH-xi-^\/-;i/- 5--r;i/) 7xy=^v] f^'j>'>-m 
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'H-NMR (DMS0-dj)6 : 1. 82 - 2.00 (2H, m), 2.14 - 2.23 (2H. m), 3.10 
- 3.25 (4H. m). 4.81 (IH. sept, J = 3.8 Hz)., 7.22 (2H, d, J = 8.8 Hz), 
8.05 (2H. d, J = 8.4 Hz), 9.09 (2H, s). 
5 0^m2l 

4- [4- (^>v;U^+-» 7xy^v] \^^')i?> '^^^ 




'H-NMR (DMS0-de)5 : .1.74 - 1. 92 (2H. m), 2.03-2.15 (2H. m). 2.99 

-3.11 (2H, m). 3.14-3.34 (2H. m). 4.51 (IH. sept, J = 3.4 Hz), 5.03 
10 (2H. s), 6.93 (4H. s), 7.30 - 7.46 (5H. m). 9.08 (2H, s). 
##^J 22 

4- (4-tf^U v-;U:t4^'» 7xy-;U-itK:^ 




4- [4- K>v;U:t=^-» 7xy^->3 \^<'Ji^> 'm.mm. (3.90g) 
15 (D^^y~)l (40mL) mmz]0%, nz^V^h-mm (0.4g) ^^tST'tlDA, 

^tl (2. 47 g. W 88X) -^ntZo 

'H-NMR (DMS0-de) 5 : 1.74 - 1.88 (2H, m). 2.02 - 2.10 (2H. m), 2.99 
20 - 3.08 (2H. m). 3.16-3.24 (2H. m). 4.42 (IH, sept. J = 2.2 Hz), 6.67 
- 6.71 (2H, m). 6.78 - 6.82 (2H. m). 9.02 (3H. s). 
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mmmi 

(2RS. 3SR) - 1 - ( (3R) -6- ^J? □ O -3- [ ( v 5^ ;U 7 ^ / ) / 5^ ;|/] -3, 4- k H o 
-1 (2H)-=^y U -JW-3-(lH-r > \^-)V-Z-( JV)-]-t^V-2-7'^ >7 5 > 



5 (2RS.3SR)-2-{[(9H-7;U^I/>-9--r h ^ i^) tl At^ZL 7 ^ 
J)-Z-m-^ >Y-)V-Z--( M-f^ym. (2.6 g) ii^-a dmf (o.oe mO O 
THF (60 ml) mmz:t^^^) u^) H (0.63 mU ©THF (5 ml) mWi^^X: 

. XnB.WMLfz, ?1$^THF (SOdiL) (C^^L. 1-[(3S)-6-^ 2.3.4- 
10 xh^t Ho + y •J>-3-^;U]-N.N-vp4 5^;|/^iS'>75> (0.90 g), Sgi? 
7jc^xh^y^;U7>^-^A (0.04 g) i6^XS^imit-)-h')^K («»*, 
0.34 g) (Dm (10 ml) ^^{CO-CTJiSTLyS:. d^i^^S^r Ot:T 30 ^^r^^M 
i^^, ^tST^btC 2P#rB^Mi$L, ;Ri^;?^^^7K (100 DiL) (CiJD;i* P^x 
(100 niL x2) TttitJL^c. W^S^7K (100 mL x2) . tafa:tig7K (100 
15 mL) X^W^L. mm-^^^i^'tfL.X^m'^. m^^LtZo m-^^7)V^i-tiy 

10:1) xnULtZo %^ritz.m.n^7=E)Vy77.^:^^ J-)V (20 mL) \zm 

ML. \d^')iyy (o.2inL) ^tax. MwrQ \^nmm.Wi.tzo Kmm^wm 

^y=\ : i-pg[x5^;i//x^y-;u=20 : i) t«SSL. mmit^^^ (0.83 

g. iR^49%) ^|^aiKJ»5^tLT#;t. 
IR(KBr) 2971, 1644. 1487. 743 cm"' 
MASS (FABMASS). m/z 425 [(M+H)*]. 

25 &.T(Dmmm 2-4 »3i5m©<k^ti«ii»j i ii^^itcLT^fieu;^. 
mmm2 
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(2S.3R)-l-((3R)-6-^ P D-Z-[{i^)^^)\^7 ^ y) ;<^)V]-Z,i-z^t H □ 
-1 (2H) y U -M -3- (IH-r > K-^-s-r )\^)-\ -^^^-2--:/^ >7^> 



H 

IR(KBr) 2969. 1645, 1487, 741 cm"' 
5 MM^Z 

(2R,3S)-l-((3R)-6-i7 □ □-3-[(v'p^5=-;P75 /)p<^;P]-3,4-vt: h* □ 



H 

IR(KBr) 2971, 1645, 1487, 741 cm-' 
10 ^JS^ 4 

(2RS, 3SR) - 1 - ( (3S) -6- ^ □ □ -3- [ ( ^ 7 5 y ) ^ -3, 4- v t H □ 

-1 {2E)-=^y 'J -;u)-3-(iH-r > K-;u-3-r ;w-i-;^-^v-2-y^ >75 > 



H 

IR(KBr) 2971. 1651. 1487. 741 cm"' 
15 Mi&Mi 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- □ □ -3- [ ( V 7 $ y ) ^ 5^^] -3, 4- V t K 

□ -i(2H)-+y -)V)ti)it^-jvh2-i\]i-^ > K-;u-3-r ;u) tf 
;u] -1 - [(1-^ 5^;u-iH-< > K-;i.-2-'r ;b) :^7;u**- -4- tr^ u v >;^;i/7H 




-1 (2H)-^y 'Jr:;U)-3-(]H-r>H-;i'-3-1*;i/)-l-:t+y-2-7*:$'>7^> 





wo 03/042204 



PCT/JP02/10800 



82 



.Me 
Me 




(2RS.3SR)-l-((3R)-6-^Da-3-[(vp^^;i/7Sy)/5^;H-3.4-vt KP 

-1 m)-^y u -;u)-3-(iH-< > H-;u-3-i';u)-i-:t4^y-2-:/^5' >7 s > 
(0.20 g) . i-[(i-^5^;u-iH-<>H-jU-2-'r;u):^7;i/jJ^-;u]-4-k!^'j V 

5 >*;UJl<>iE (0.15g) *d:t/HOBt (0.08g) OTilh-hUJU (10 mL) m 

miz wsc (0. 10 g) ^ijpA. 16 nfPb^^^^l^c. sj^^^sk* 10 %mm-t 
h'j^Am^ (50 DiL) \z$>i-y. mm.x^}i^ (so mi x 2) rmt^Ltzo m 

m^^TK (50 DiL). m^-k^T^ (50 mL) Tiftrt^, (MgSO,) L^c. M 

10 i^Kx^;i//^:^iJ->=i : i-i^Kx5";i//x:$'/-;i/=20 : 1) mnvr}^ 

^<^tLx^n^$^^B^Bm^nrz (o.2ig. W64x) . 

IR(KBr) 3287. 2940, 1628, 741 cm"' 
MASS (FABMASS). m/z 693 [(M+H)*]. 

N-[(1R, 2S)-l-[((3R)-6-^DD-3-[(>^^5";i/7Sy)^5";H-3. 4-f/h Ho 

-i(2H)-4^y 'J x;i.) ;tr;U;j^x;i/]-2-(iH-'f > h* -;i/-3-< ;p) y □ tr 
-1 - [ (1-/ 5^;u-i H-< > K-;p-2-r ^ -a- tr^ u i^>:^ 

20 K 
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a 



Me... I 




IR(KBr) 3297. 2940, 1624, 1489, 1458. 741 cr' 

N-[(1S, 2R)-l-[((3R)-6-^DD-3-[(x^5";P75y);*5^;U]-3.4-:/t Ko 
5 -1(2H)-:^/ U ZL)V)ti )Vifs-)V]-2-m-^ > K-;i,_3-^;i,) tf 

-1 - [ (1 -p^ 5^;!/- iH-o H -;u-2-'r ;u) ji^^jf - -4- tf ^ u >^ >;^j 



IR(KBr) 2938, 1624, 1489, 1458. 741 cm" 
10 HJg^aj 8 

N-[(1RS, 2SR)-l-[((3S)-6-^ □ □-3-[(x^5";l.7$ 7 ) ^5^;W-3. 4-v t K 

□ -i(2H)-4^y u -;i/)*;U7}^-;i']-2-(iH-i' > K-;u-3— r;p) t: 
- 1 - [ (I - 5^;!/- 1 H-o K -;p-2-'r - -4- tf ^ u ->* 
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IR(KBr) 3303, 2942, 1628, 1487. 741 cr' 

mmm 9 

2. 2-^^ □ 0-N-[(lRS, 2SR)-l-[((3R)-6-i> □ D-S-ECvp^^Jl/J^ 7 ) 

5 ;H-3.4-xt KD-i(2H)-4^y 'j-;i');^7;u4^-;i/]-2-(iH--r>K-;i/-3-'f 




(2RS, 3SR) - 1 - ( (3R) -6- □ O -3- [ 7 a 7 ) -3, 4- t h* □ 

-1 m)-^y 'j-;i')-3-(iH-f >H-;u-3-f ;u)-i-^=^^y-2-:/;$'>7$> 

10 (30 mg) , 2,2-v^DDit^ (11 mg) iJctlXHOAt (11 mg) (Dx^dd;^^ 

> (2 ml) ^Mi::wsc (13 mg) ^mx. ^i^x' ]mmm.^Lrzo mzTm 
15 ^■^) =9 : 1-1 : 9) X'mmbx. mt^it-^m^m^j^ji^y 7 7.tLxn 

fz (22 mg, iR^ 48X) . 

MASS (APCIMASS). m/z 535 [(M+H)*]. 

'^:i.T(Dmmm io~4o izt^moit-^mtnmm 9 chi^^tibT^figL;^. 
^ss^^y 10 
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N- [ ( 1 RS. 2SR) - 1 - [ ( (3R) -6- ^ □ O -3- [ ( 7 5 ^ ) >^ 5^; W -3, 4- t K 



5 MASS (APCIMASS). m/z 503 [(M+H)']. 

(2S) -N- [ (I RS, 2SR) -1 - [ ( (3R) -i7 un-Z-K-:^ ?^^JV7 ^ y) 4- 

k KD-i(2H)-=^^y >j-;i.);^;i/7j^-jp]-2-(iH— r>K-;w3-r ;!/):/□ tr 



MASS (APCIMASS). m/z 559 [(M+H)*]. 

mtm 12 

2-(7-t5';P7S y)-N-[(lRS. 2SR)-I-[((3R)-6-^ □□-3-[(-:^pi5^;i^7a 

y)p^5";i/]-3,4->^t Kp-i(2H)-:^/'j-;p)*;U7i^-;i/]-2-(iH— r>K- 




F 



F 




10 



15 



>iu-2-r;u)yptf;u7-feH75 h • hU7;u:tPi^Kit 




CFjCOOH 
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MASS (APCIMASS). m/z 524 [(M+H)*]. 
13 

N- [ (1 RS, 2SR) - 1 - [ ( (3R) -6- ^ □ □ -3- [ ( v ^;i/7 ^ / ) -3. 4- v h K 

□-1 (2H)-4^y u ->ii')*;u4^-;i']-2-(iH-<> K-;i^-3-< k>]^ 
5 >^>75.\^ ' h'jyji^nmmm. 



MASS (APCIMASS). m/z 509 [(M+H)*]. 
14 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- ^ □ □ -3- [ ( >^ ^ 7 ^ y ) ^ -3. 4- v h K 

10 o-i(2H)-=t-y 'j-;u);^;i':^-;H-2-(iH-r >h*-;^-3-r;^)y□tr;^]-4- 



MASS (APCIMASS), m/z 559 [(M+H)*]. 
Hlfg^ 15 

15 N-[(lRS.2SR)-l-[((3R)-6-^Dn-3-[(vj?C5^;|,7$y);>^^;U]-3.4-vt: K 

p-1 (2H)-^y u -;u);^;u;}^*-;i.]-2-(iH-r > K-;i/-3-'i';i')yD tf;H-2- 





Me 



wo 03/042204 



87 



PCT/JP02/1O8OO 




CFjCOOH 



MASS (APCIMASS), m/z 511 [(M+H)*]. 

mmm i6 

N- [ (1 RS, 2SR) -1 - [ ( (3R) -3- ^^)\^7 ^ J) :^ -3, 4- v k K 

5 □-i(2H)-^y u ->'U);^;u4^-;u]-2-(iH-'f > H-;p-3--r t'd 



MASS (APCIMASS), m/z 523 [(M+H)*]. 

mmm 17 

10 N-[(lRS.2SR)-l-[((3R)-6-i^DD-3-[(i^pC5^;U75y)p<5^;U]-3.4-vfc K 

□-1 (2H)-=^^y u -;i');^;pji^-;i/]-2-(iH-'r > K-;i'-3-r tf;i.]-5- 





15 



MASS (APCIMASS), m/z 537 [(M+H)']. 
UMi^J 18 



wo 03/042204 



88 



PCT/JP02/10800 



N-[(1RS. 2SR)-l-[((3R)-6-:j7DO-3-[(v?^5';l/7$y)pt5^;W-3, H 

□ - 1 (2H) y 'J )it^zi)V] -2- (1 H-< > K -;u-3-r ;u) tf ;u] -2- 



MASS (APCIMASS). m/z 523 [(M+H)']. 
mMM ]9 

N- [ (1 RS. 2SR) -1 - [ ( (3R) -6- ^ □ □ -3- [ ( / ^'jU 7 5 / ) 7^ -3. 4- v t H 

□-1 (2H)-=^^y U-;p);^;u#-;i']-2-(iH-f > K-;i/-3-r;p)7*o hr;i/]-3- 



MASS (APCIMASS), m/z 523 [(M+H)']. 

mmm 20 

2->^h + ->-N-[(lRS, 2SR)-l-[((3R)-6-^ □o-3-[(v^5^;U7 5 /) 

;u]-3,4-vk K D-i (2H)-^^y 'jii;i'):<7;i/#ii;u]-2-(iH— r > k-;p-3— r 





wo 03/042204 



89 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS), m/z 539 [(M+H)*]. 

mmm 21 

(2R) -N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- P □ -3- [ (v ^ 7 5 7 ) / -3. 4- 

5 •^LKo-i(2H)-4^/'j-;u);t>;pA}^-;u]-2-(iH-<>K-;i'-3--i';i.)yDtf 



MASS (APCIMASS), m/z 536 [(M+H)*]. 

mmm 22 

10 (28) -N- [ (1 RS. 2SR) -I - [ ( (3R) -6- ^ P □ -3- [ ( v / 7 ^ 7 ) 5^ JU] -3. 4- 

t K p-1 (2H)-=i^y 'J :i;u):^;i/#- ji/]-2-(]H-< > K->'U-3-i';P) t'o tr 




o 




o 



MASS (APCIMASS), m/z 522 [(M+H)*]. 



wo 03/042204 



90 



PCT/JP02/10800 



nmm 23 

N- [ ( 1 RS. 2SR) - 1 - [ ( (3R) -6- :J7 □ P -3- [ ( v 5^ JU7 $ ^ ) ^ W -3, 4- b K 

□ -i(2H)-^/ >j-;u);d;u4^:i;H-2-<iH--r > K-;u-3-<;i/) z^n tf 



SIJI^SJ 24 

N-[(lRS.2SR)-l-[((3R)-6-i>PD-3-[(v;^5";W7Sy)^5";l/]-3.4-xt K 

□ -i(2H)-=^^y U -;i/):^;i/7j^-;i.]-2-(iH-'r > K-;i/-3-< yp if 



MASS (APCIMASS). in/z 518 [(M+H)*]. 

mmm 25 

N- [ (1 RS. 2SR) -1 - [ ( (3R) -6- P D -3- [ (i; ^;U7 5 / ) ^ -3. 4- v t K 

15 p-i(2H)-4^y 'j-;i/);^3;P7t?-;u]-2-(iH-^>K-;u-3-i';u):/pfcf;P]-2- 
:7;i.^p^>X7i K • h 'J 7)l^um^^ 



5 




MASS 



(APCIMASS), m/z 535 [(M+H)*]. 




wo 03/042204 



91 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS), m/z 547 [(M+H)']. 
26 

N- [ (1 RS. 2SR) -I - [ ( (3R) -6- ^ □ P -3- [ ( v / ^;U7 5 / ) -3, i-y t H 

5 p -i(2H)-4^y u :i;u);^3;u^-;i/]-2-(iH— r > K-;i/-3— r ^u) tf 



MASS (APCIMASS), m/z 565 [(M+H)*]. 
10 N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- ^ O □ -3- [ ( v 7 5 ^ ) / 5"; W -3, 4- v t K 

o-i (2H)-4^y 'J -;i');^7A5j^r;p]-2-(iH-i' > K-;i/-3-'i';u)yD tf;i/]-3- 



MASS (APCIMASS). m/z 547 [(M+H)*]. 
15 %mm 28 

N- [ (I RS. 2SR) - 1 - [ ( (3R) -6- □ □ -3- [ ( i^* 7 ^ 7 ) 5">l W -3. 4 - v h K 





wo 03/042204 



92 



PCT/JP02/10800 



MASS (APCIMASS), m/z 565 [(M+H)*]. 

5 mmm 29 

N-[(1RS, 2SR)-l-[((3R)-6-i? □ n-Z-iiiy ?i^^)V7 2. /) ^^M-Z, 4-v t K 

□-1 (2H)-=t^y u^ju);<7JU3i^-;u]-2-(iH-'r >K-;i/-3-r;i/)yo tr;^]-2- 



10 MASS (APCIMASS). m/z 533 [(M+H)*]. 

mmm so 

N-[(lRS.2SR)-l-[((3R)-6-^DD-3-[(>?;*5^;U7Sy)^^;W-3, K 

□ -1 m)-^y u -;i/);^;P7}^-;u]-2-(iH-i' > K-;i/-3--i';u) tf 




F 




CI 




2CF3COOH 



15 



H 



wo 03/042204 



93 



PCT/JP02/10800 



MASS (APCIMASS). m/z 519 [(M+H)*]. 

mmm si 

N-[(1RS. 2SR)-l-[((3R)-6-^OD-3-[(v>5";U7 = y);pC5"Jl/]-3.4->^t K 

□-1 m)-^y 'J ii;i/)*;P7j^-;i/]-2-(iH-r > K-;p-3-'r tf;i/]-5- 



MASS (APCIMASS), m/z 612 [(M+H)^]. 

mmm 32 

l-7-fe5^;i'-N-[(lRS.2SR)-I-[((3R)-6-:^ □D-3-[(>?p^5^;i.7$ y) p^^^ 

10 ;u]-3,4-vfc KD-i(2H)-+y •J-;i');^7;i'#-;p]-2-(iH-i'>K-;u-3-'r 



MASS (APCIMASS), m/z 578 [(M+H)*]. 
HSIf!) 33 

15 N-[(1RS, 2SR)-l-[((3R)-6-i:7 □□-3-[(f/pl5";i.7 = y) ^^;i.]-3,4-vt K 

□-i(2H)-^y 'J::i;p);*7;P7i^-;i/]-2-(!H-r > K-;u-3-f ;^)y□tf;^]-l- 





O^Me 



wo 03/042204 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS), m/z 507 [(M+H)*]. 

mmm 34 

N-[(lRS.2SR)-l-[((3R)-6-^DO-3-[(v;<5^;i.7Sy)^5';H-3. K 

5 0-1 (2H)-^y ij-;p);^;p>J^->'i-]-2-(iH-r > K-;i/-3-r;t')7'D tf;H-2- 



MASS (APCIMASS). m/z 492 [(M+H)*]. 

II»J 35 

10 N-[(1RS. 2SR)-l-[((3R)-6-i^ □ n-Z-[ii^^^)l7 ^ y) ^^)l]-Z, 4-:^fc H 

□-1 (2H)-=^y u ;!7;i'**-;u3-2-(iH-r > H-;u-3-r ^u) tf;i']-3- 



MASS (APCIMASS). m/z 511 [(M+H)']. 

15 ^Slf!) 36 

N-[(lRS.2SR)-l-[((3R)-6-i57PD-3-[(v^5^JU75y)p^5';P]-3.4-vt: H 

□ -i(2H)-4^y 'J :i;u);<7;i/ij^-ju3-2-(iH--r > )i)zfu tr 





wo 03/042204 



95 



PCT/JP02/10800 




CF3C00H 

Me 



MASS (APCIMASS), m/z 527 [(M+H)*]. 
mt&m 37 

5 N-[(lRS.2SR)-l-[((3R)-6-i?DO-3-[(vp<5";l'75y)^^;i/]-3.4-v?t K 

n-im)-^/ 'J -;i/):^7;u#::i;H-2-(iH--r > K-;i/-3--t';u) T'p tr 



MASS (APCIMASS). m/z 510 [(M+H)*3. 
10 38 

N- [ (1 RS. 2SR) -1- [ ( (3R) -6-^ o □-3- [ ( v ^)U7 S ^ ) ^ -3. 4-:^ t K 

□-1 (2H)-^/ u ->ii/);^?;u3j^-;i/]-2-(iH-r > K-^i^-a-r;^ t'd tr;i/]-3- 




Me 




15 MASS (APCIMASS). m/z 519 [(M+H)^]. 



nmm 39 



wo 03/042204 



96 



PCT/JP02/10800 



N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- P □ -3- [ ( v ^ 5";P7 5 ^ ) / 5^;!/] -3. 4- v t K 

o-i(2H)-4^y >j-;p):^;U3l^->'P]-2-(iH-'f > K-;p-3--f ;!/):/□ t! 



5 MASS (APCIMASS). m/z 509 [(M+H)']. 

nmm 40 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- O □ -3- [ ( ^ 7 ^ / ) ^ -3, 4- x t K 

D-1 (2H)-^y u ;^7;U7j<-;u]-2-(iH— r > K-;i/-3— r ju) 7°d t:;i/] v 



MASS (APCIMASS). m/z 535 [(M+H)*]. 

mmm u 

N- [ (IRS. 2SR) -1 - [ ( (3R) -6-^ D 0-3- [(i^^^)l7 5 ^ ) ^ ^^JP] -3. t K 

p-1 (2H)-^/ 'J -;u);t»;i.#-;u3-2-(iH-< > K-;u-3-r jW^d e;i.]-4- 




Me";' Me 
Me 




wo 03/042204 



97 



PCT/JP02/10800 




(2RS. 3SR) -1- ( (3R) -6-:J7 □ □ -3- [ ( v ^ ^;|/7 5 / ) -3. 4- v t K □ 

-\m)-^y ui:;i/)-3-(iH-r >F-;p-3-<;u)-i-;*-4^v-2-:/^>7 5 > 
(0.20 g) <i:>'-i'yyptr;px?;i'7$ > {0.\2 mi) OJ-thZ-hOJl (10 
5 mL) mmz. 7iC?^T^^N.N' -vXi^vWSvVl' (0.18 g) ^mubs 30 

^i'FBmJ^U;'^. c:®jgj^{c4-7xy:^'>kr^'j>'> i^i^i^ (o.isg) t-y^ 

vyotr;UX5';|.75> (O.25 mO ®7-feh-HJ;i' (2 mL) 

(50 mL) IcUp^. ft^X^jUTttaiLfc. tttiJI^^7K (50 mL), IS^D:^^* 
10 (50 mL) T'j5fe?^^. (MgSO,) Lfzo MET^ii^gSSL, ^^Sr7;PS 
.:f;^7 7A^oTh^77^- (MMi^SS ;i^Kx5"jU/^^+>->=i : i-i^^ 
x5^;u/XiS'y-jp=20 : 1) -e*ligLTM67^;i'7 7;^^#^. cin^-:/ 

(0. 18 g, lamm) 0 

15 IR(KBr) 3299. 2934, 1626, 1489. 1229, 1040 cm"' 
MASS (FABMASS), u/z 628 [(M+H)1. 
UT(Dmmm 42-44 {Ct5i(0{b^2K)«lll««J 41 t^iZ bX^^bft. 

mmm 42 

N-[(lR.2S)-l-[((3R)-6-i:7DD-3-[(vp^5^;l'7 = y)^5^;U]-3,4->;t h'D 

20 -i(2H)-=<^y 'jx;i');^j;i/4<x;i/3-2-(iH-r >K-;u-3-'f >)U)7De;u]-4-7 



wo 03/042204 



PCT/JP02/10800 



98 




IR(KBr) 2938, 1628. 1489, 1229, 1040, 743, 694 cm"' 
43 

N-[(1S. 2R)-1-[((3R) -6-^:7 D o-3-[(v^5^;i^7S y) p^5^;U]-3, 4->?k K D 

5 -i(2H)-=^^y 'j-)U)ti)i^t^=LM-2-(m--( >]^-)\^-z-^ )V)y'n\^M-4-y 




IR(KBr) 2932, 1626. 1489. 1229, 1040. 743. 694 cm"' 
44 

10 N-[(lRS,2SR)-l-[((3S)-6-i?DD-3-[(vpC^;U75/)pi5"jU]-3,4-vk K 

□-1 (2H) y 'J t! - ;u] -2- (i H-r > H-;u-3-< ;w tf;i/] -4- 
7xy+->-i-t:^u-:/>;*;U3jN*^-!t5 H 



wo 03/042204 



99 



PCT/JP02/10800 



a 



Me 
Me 



Me. 




IR(KBr) 2938. 1626, 1489. 1229. 743. 693 cr' 

mmm 45 

N-7*5^;U-N ' -[(iRS, 2SR)-1-[((3R) -6-^:7 a D-Z-[(i^ )\,7 ^ / ) 

;u]-3.4-i^t Ko-i(2H)-^/ 'J -;u):^j;i//i^*-;u]-2-(iH-r >H-;i/-3-r 

.Me 



a 




. HN^O 
H HN CF3COOH 



(2RS, 3SR) - 1 - ( (3R) -6- ^ O □ -3- [ ( ->* 5";i/7 5 / ) ^ -3, 4- ->* t K □ 
-1 (2H)-^y U -;i/)-3-(lH-'r > V—)WZ-^)V)-\-t^V-2-lf^ >7 5 > 
10 (20 Dig) Vyotf;i/X5^;U7^> (0.016 mL) ©7-feMih'j;U (1.5 

mU mmz. ^J^Ti^iE N.N' -v;^^>'>-f $->*;U (13 mg) ^miMh. 60 
:53'rBmj$Lfe. ;i©^?^l3:/^;i/7a> (4.i mg) <i:>?-r vyntf^ux^ 
;U7 5> (O.OlSmL) 07-tK-h'j;U (0. 5 ml) ^?^$^}^T^jDLfc. 

L. mm.TmWk^^^\^tz. J^S^HPLC (i^ij^g;* (0.03JKh'J7;U;fo» 
m^) /7ilh-S'JJU (0.03!i;h'j7;i/:tDg^g?^) =9:1-1:9) 
UT, liie{b^tl^«i67^;i^7 7;^iLTf#fc (23.5ing. 78X) . 



wo 03/042204 



100 



PCT/JP02/10800 



MASS (APCIMASS), m/z 525 [(M+H)*]. 

46-116 \zBm<oit%mtmmmis tmrnizLx^^vtzc 

mmm 46 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- ^7 □ D -3- [ ( ->* 7 5 y ) -3. 4- k K 

5 o-i (2H)-+/ u-;W;^?;i'jJ^-;W-2-(iH-'r > \^-jv-z-^m -fu tr;p]-N ' 



MASS (APCIMASS), m/z 564 [(M+H)*]. 
Il» 47 

10 N-^>-:/>ll^-N ' -[(IRS, 2SR)-l-[((3R)-6-^DD-3-[(v^5";i/75y)p^5^ 

;i.]-3,4->^t Yn-\m)--^j 'j-;u);^;ujj^-;i^]-2-(iH-r >K-;u-3-r 



MASS (APCIMASS), m/z 558 [(M+H)']. 
15 Uli^ 48 

N- [ (1 RS, 2SR).- 1 - [ ( (3R) -6- D □ -3- [ ( v ^ 5";!/ 7 5 7 ) -3, 4-:/ h H 

□-I (2H)-^y U-;i/);^;p^*:i>iW-2-(iH-r > K-;i/-3-r;i')yD e;i/]-N ' 





wo 03/042204 



PCT/JP02/10800 




Me 



O 

I 



CF3COOH 



MASS (APCIMASS). m/z 526 [(M+H)*3. 

mmm 49 

N- [ (1 RS, 2SR) - 1 - [ ( (3R) -6- D □ -3- [ ( v 7 5 7 ) ^ -3, 4- v t K 

5 m)-=¥/ •j:i;i/);^;u4^-;u]-2-(iH-'f >h'-;i^-3-r;wyotf;i/]-N' 



MASS (APCIMASS). m/z 556 [(M+H)*]. 

mmm so 

10 [ (1 RS. 2SR) - 1 - [ ( (3R) -6- □ D -3- [ ( v ^ ^;U7 5 y ) ^ 5^;!/] -3. 4- v k H 

□-1 (2H)-^^y U-;i/):^7;i/7j^-;i^]-2-(iH-i' > K-^u-s-^ jU)7°D hf;W-N ' 





HN. 



CF3COOH 



wo 03/042204 



PCT/JP02/10800 



MASS (APCIMASS), i/z 552 [(M+H)']. 
51 

N-[(lRS,2SR)-l-[((3R)-6-^DD-3-[(v^5";i.75y)p^5^;i/]-3. 4-v?h H 

□-1 m)-^y 'j:i;u);^;i/jj^*-;p]-2-(iH-r >K-;u-3-<;W7'o tr;u]-N ' 



MASS (APCIMASS). m/z 538 [(M+H)^]. 
HJI^RI 52 

N- [ (I RS. 2SR) -1- [ ( (3R) D 0-3- [ ( 5"^7 5 / ) p< 5^;U] -3. 4- b K 

10 D-i (2H)-^y ij -;i/):^;U/j?-;i^]-2-(iH-'i' > K-;u-3-<;u) t:>i|/]-N ' 



MASS (APCIMASS). m/z 506 [(M+H)*]. 

mmm 53 

15 N- [ ( 1 RS. 2 SR) - 1 - [ ( (3R) -6- □ o -3- [ ( V / 7 5 y ) ^ -3, 4- V k K 

o-i (2H) J u -;i/) i7;p^ -2- (iH-r > K-;u-3-^ ;u) 7'd tf;i/] -n ' 

-(2.3->*b HP-lH-'f>x>-2-r;P)'7U7 • hU7;U:tDp^it 





wo 03/042204 



103 



PCT/JP02/10800 



CI 



^Ji HN^O 




CF3C00H 



MASS (APCIMASS), m/z 584 [(M+H)*]. 

mmm 54 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- □ □ -3- [ ( v ^ 7 5 / ) ^.M -3. 4- v t K 

5 □-! m)-^y 'j-;i');<7>'i'Aif-;i/]-2-(iH-r > K-;u-3-'f ;|/)7'd tr^w-N ' 



MASS (APCIMASS). m/z 568 [(M+H)*]. 
MMM 55 

10 N-[(lRS.2SR)-l-[((3R)-6-^DD-3-[(S^/^;i/7Sy)>t^;W-3,4-vb K 

□-1 (2H)-=^^y 'J-;u);^;u^-;i/]-2-(iH-<> H-;i^-3-r;i/)7°D(f;p]-N' 
-[3-(2-:t+y-i-t:D>jv-;W7*Dtr;W'^i/7 • h u 7;u:^-dsi^^ 




Y 



wo 03/042204 



104 



PCT/J1M)2/10800 




CF3COOH 



MASS (APCIMASS), m/z 593 [(M+H)']. 

mmm se 

N* -[(lRS,2SR)-l-[((3R)-6-^OD-3-[(x^^;l'75/)p^5^;i/]-3,4-vk 

5 Kp-i(2H)-=^^y >j-;u):*JU3j?-;i'3-2-(iH— r > H-;i/-3-<;p)7'De 



MASS (APCIMASS), m/z 584 [(M+H)']. 

mmm 57 

10 N- [ ( 1 RS. 2SR) - 1 - [ ( (3R) -6- ^ O □ -3- [ ( / ^"jl'T $ / ) -3. 4- v t F 

□ -i(2H)-^y 'J -)U)tij\^t^=.Ji^]-2-iiH-^ y K-;u-3— r ;u) T'D tr 
;p]-3.4-vt Ho-2(iH)-<v4^y U>:^;i^2j^4^-t)-$ K- Y^)y)\^i^u^w^ 




Me Me 




N. 



wo 03/042204 



PCT/JP02/10800 



MASS (APCIMASS). m/z 584 [(M+H)*]. 

Mmm 58 

N'- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- i!7 □ D -3- [ ( v 7 5 ^ ) ^ -3, 4- v t 
HD-!(2H)-+/ 'J-;U):^7;l/7j^i:JU]-2-(lH-'r > K-Jl^-S-I' ;|/) tr 

5 ;i']-i.4-e^'Jv>v;^7;u;j^^iJ-s K • h'J7JU:tDKK*l 



MASS (APCIMASS), in/z 579 [(M+H)*]. 
59 

N-[(1RS. 2SR)-l-[((3R)-6-i^OD-3-[(v;<5^;P7 5/)p^5";i/]-3,4-v'l: H 

10 (2H)-4^/ 'J-;u)*;ujX^;1']-2-(ih-< > i>*-;i/-3-'r;i')yo tf;i/]-4- 



MASS (APCIMASS), m/z 554 [(M+H)*]. 

mmm 60 

15 N-^>v;i/- N* -[(lRS.2SR)-l-[((3R)-6-^DD-3-[(v?p^5^;i'7= y)^^ 

;u]-3,4-vt KD-i(2H)-=^^y •ji:;i/);^;p.-}^-;i/]-2-(iH-r >K-;p-3-r 





wo 03/042204 



106 



PCT/JP02/10800 




'3COOH 



MASS (APCIMASS), m/z 572 [(M+H)*]. 
61 

N' -[(lRS.2SR)-l-[((3R)-6-i^DD-3-[(>?pC^;P7ay)p^5";U]-3.4-vt 

5 H p-1 (2H)-^y 'J :^;i/^*-;i/]-2-(iH--r > k-;p-3-< ;u) y □ e 




Me 



MASS (APCIMASS), m/i 554 [(M+H)']. 
Hf&^J 62 

10 N-[(1RS. 2SR)-l-[((3R)-6-i:7 □ □-3-[(v^5^Jl/75 p^^^^H-SM-vt K 

□-1 (2H)-=^^/ U -;i/):«7;i/7}^-;i/]-2-(iH— r > K-;u-3-r;u)-/p tf;u]-4- 




MASS (APCIMASS). m/z 538 [(M+H)*]. 



wo 03/042204 



PCT/JP02/10800 



nmm 63 

N- [ (I RS. 2SR) - 1 - [ ( (3R) -6- ^ □ o -3- [ ( v / 7 ^ / ) ^ ^)lhi. 4- v h K 



MASS (APCIMASS), m/z 590 [(M+H)*]. 

nmm 64 

N- [ (1 RS, 2SR) -1 - [ ( (3R) -6- □ □ -3- [ (^^^ 5";i/7 5 / ) ;^ 5^;!-] -3, 4- v fc H 

□ -i(2H)-^-/ u -;u);^;u4^->'U]-2-(iH-'r > K-;u-3-'f ;u) yp kf 
10 ;i']-N' -[2-{i^;^^)i7^y)x^}i']'yu7 ' i^h'jyji^:tum^m 



MASS (APCIMASS). m/z 539 [(M+H)T. 
65 

N- [ ( 1 RS. 2SR) -1 - [ ( (3R) -6- iJ? □ □ -3- [ ( 7 5 / ) ^ -3. 4- v t K 

15 □-i(2H)-=f y u-;u):^;i/3i^-ju]-2-(iH--i' > h-;u-3-i';p) t^d e 





Me 



wo 03/042204 



108 



PCT/JP02/10800 



H HN 



2CF3COOH 




Me Me 



MASS (APCIMASS). m/z 581 [(M+H)*]. 

K- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- ^ □ □ -3- [ (i^ ^ 5^;i/7 5 y ) ^ -3. 4- v k K 



5 □-i(2H)-4^y uri;u);^7;u;j^-;i/]-2-(iH-'f > F-;u-3-'f ;u) t^d tr 



MASS (APCIMASS). m/z 579 [(M+H)*]. 
II»J 67 

10 N-[(1RS. 2SR)-l-[((3R)-6-i7 P □-3-[(v';t^JU75 7 ) / 5^;i']-3. 4-v t K 

□ -i(2H)-4^y u :z)[^):^)[^t--)i]-2-m--f > K-;u-3— r ;u) tf 




wo 03/042204 



109 



PCT/JP02/10800 




2CF3COOH 



MASS (APCIMASS), m/z 581 [(M+H)*]. 



MMM 68 

N-[(1RS. 2SR)-l-[((3R)-6-^ o □-3-[(v7^^;U75 /) ^^jPj-S, i-z^h K 

5 □-i(2H)-+y u -;u);^;i./}<-;u]-2-(iH-< > H-;i.-3--r ;u) tf 



MASS (APCIMASS). m/z 559 [(M+H)*]. 
HiS^ 69 

10 N-[(1RS. 2SR)-l-[((3R)-6-^ □ D-S-tCv^^jUTS k-=y\i K 

□ -i(2H)-+y u -jU) :^j;i/7i^-;i/]-2-(iH--i' > K-;i/-3-< tr 
;P]-N* -[3-(iH-i' =i$''\/-;p-i-r>'U)yatf;i/]':7U7 • >^ h'J7;u;f.ai^ 




wo 03/042204 



110 



PCT/JP02/10800 



a 



Me 
Me 



I HN^O 
N T 2CF,C00H 

" HN, ^ 



MASS (APCIMASS), m/z 576 [(M+H)*]. 

mmm 70 

N-[(1RS. 2SR)-l-[((3R)-6-i^ □ n-Z-[i-:^;f^^Jl7 y) ^^M-Z, A-i^t K 

n-\(2yi)-=¥y u - ;u ) -2- (iH->f > k-;u-3— r;u) tf 

.Me 




2CF3COOH 



I. 



Me 
N^Me 
Me Me 



MASS (APCIMASS). m/z 595 [(M+H)*]. 

mmm 71 

10 N-[(1RS. 2SR)-l-[((3R)-5-^ □ □-3-[(vpC5';U7$ 7) / 5^;H-3, 4-vt H 

□ -i(2H)-:^y 'j-;u):^;U7}^-i;i/]-2-(iH--r > K-;i^-3-<;i/) tt^o e 



wo 03/042204 PCT/JP02/10800 

111 




N- [ ( 1 RS, 2SR) - 1 - [ ( (3R) -6- ^ □ □ -3- [ ( V ^ 7 5 / ) -3 , 4- t K 




MASS (APCIMASS). m/z 559 [(M+H)*]. 

10 N- [ (] RS. 2SR) - 1 - [ ( (3R) -6- o □ -3- [ ( V 7 = /) -3, 4- V fc K 

□ -1 (2H) J U - ;^ )\^its-)V\ -2- (1 H-T > K -;i/-3-'l' )V) T^o tr;|.] -4- 




Me 



wo 03/042204 



PCT/JP02/10800 



112 



MASS (APCIMASS), m/z 565 [(M+H)*]. 
74 

N-[(lRS.2SR)-l-[((3R)-6-i^DP-3-[(i^^^;U75y)^^;U]-3,4-vt K 

□-I (2H)-4^y u -;i.);^;u/i^-;u]-2-(iH-r > K-;i/-3-r;w fcf;w-4- 

5 pt5";P-l,4-v7ifA>-l-;^j;P4^*=^1t5 K • v h 'J 7;P:^-Og^gf^ 



MASS (APCIMASS), m/z 565 [(M+H)']. 

mmm 75 

(2R) -N- [ (1 RS. 2SR) -1- [ ( (3R) -6- □ □ -3- [ ( / 7 $ y ) -3. 4- 

10 vt Ko-i(2H)-^^y 'j-;i')^;P3i?-;i']-2-(iH-r>K-;p-3-<;p)7'ntf 



MASS (APCIMASS). m/z 605 [(M+H)']. 
15 MMM 76 

N- [ (1 RS. 2SR) -1 - [ ( (3R) -6- ;^ □ □ -3- [ ( v 5';U7 5 y ) -3, 4->' fc H 

□ -i(2H)-:^y 'J -;i'):t>jU7t?-;i/]-2-(iH--r > h*-;i^-3-<;i/) yo hf 




Me 




wo 03/042204 



PCT/JP02/10800 




Me 



2CF3COOH 



MASS (APCIMASS), m/z 605 [(M+H)*]. 

N'- [ (1 RS. 2SR) -1 - [ ( (3R) -6- ^ □ □ -3- [ (v' ^ 7 5 / ) ;< 5^ JP] -3, 4- '>* t 



10 N-[(lRS.2SR)-l-[((3R)-6-^PD-3-[(vp4 5";U7ay)p^5";L']-3.4-vt K 

o-i(2H)-4^y u -;u):*;P7K-ju]-2-(iH--r > K-;i'-3--i';i/) tf 
;u] -4- [3- ( h >j 7 o / 7 X r ju] - 1 - tr^ ^ X ^ K • V 




MASS (APCIMASS), m/z 579 [(M+H)']. 

nmm 78 



wo 03/042204 



PCT/JP02/10800 



114 




F 



2CF3COOH 



MASS (APCIMASS), m/z 681 [(M+H)*3. 



4-(4-7-fe5";U7x-;W-N-[(lRS. 2SR)-l-[((3R)-6-i^ D o-3-[(vpt5^;U7 
5 5 y ) ^ -3. 4- V b K o - 1(2H) / U ;^ ;P Ji^ -;H -2- ( 1 H-'f > K 

c; 



Me O 

MASS (APCIMASS). m/z 655 [(M+H)*]. 
10 HiS^SJ 80 

N-[(lRS,2SR)-l-[((3R)-6-^DD-3-[(x>?;l/7Sy)p^5^;W-3.4-vt K 

□ -i(2H)-^/ u :^;U/i^-;i/]-2-(iH--r > K->'i/-3-'i'>iu) 7'd tf 
;i/]-4-(2-^ □ o 7x - ;i/)-i-tr^^ v>;^ji/7j^^iJ-5 K • h 'J yjvtom 




wo 03/042204 



115 



PCT/JP02/10800 





MASS (APCIMASS), m/z 647 [(M+H)*]. 

mmm si 

N- [ (1 RS, 2SR) -I - [ ( (3R) -6- □ n-S- [ (i^ ^ 5";U7 S / ) P< -3. 4- v t K 
;U]-4-(3-^ K=f>'7xr:;i')-l-tf^7v>:<7;pj}^=^^1J-5 K- vhU7;U:tD 




MASS (APCIMASS). m/z 643 [(M+H)*]. 

10 nt&m 82 

N- [ (1 RS, 2SR) - 1 - [ ( (3R) -6- ^ □ □ -3- [ ( > 5^;P7 5 / ) ^ ^^JU] -3. 4- v t H 

o-\m)-^y 'j-;u);^j;i/7j^-;i^3-2-(iH--r > K-;i/-3-i';i/)yD tr 
jp] -4- (3- □ □ 7 X - 1 - tf ^ 7 V >:<7 ;U/J^^rit $ K • V h u 7 o s 



wo 03/042204 



116 



PCT/JP02/10800 




Me 



2CF3COOH 



a 



MASS (APCIMASS). m/z 647 [(M+H)*]. 
83 

N-[(1RS. 2SR)-l-[((3R)-6-i7 □ n-^-Hiy ^^)\.7 /) 4-vt K 

;u]-4-(2-^5';U7xn;i/)-i-e^^ v>;tr;i/3}^:^^-!t5 H • V h U 7 Mam 



MASS (APCIMASS). m/z 627 [(M+H)*]. 

10 ^JS^^li 84 

N-[(IRS. 2SR)-l-[((3R)-6-^ D n-Z-[(i^ ?f^^)l7 5 y) P^5^;i']-3. 4->^t K 

D-i(2H)-=^ry u-;i^);^ju4^-;u]-2-(iH-< > K-;L'-3-'r ;p) t: 
;i/]-4-(2-x h:^^i/7x-;i/)-i-e^7 v>;b;i/:d^^+)-5 K • v h 'J 7;1'^d 




wo 03/042204 



117 



PCT/JP02/10800 



a 



a 



N 
H 




2CF3COOH 



MASS (APCIMASS), m/z 657 [(M+H)*]. 

mmm ss 

N-[(IRS,2SR)-l-[((3R)-6-i^DO-3-[(vp^5^;U75/)^.5^;U]-3,4-vt K 

5 a-i(2H)-:^y 'J -;i.);^3;U/l^-;i']-2-(iH-< > H-;i/-3-i';L') 7*d e 



MASS (APCIMASS). m/z 631 [(M+H)*]. 
10 HIS^J 86 

N-[(lRS.2SR)-l-[((3R)-6-^DD-3-[(vp<?;U7i/)^5^>'U]-3.4-5^t K 
□ -l(2H)-4^y U /J^z:;i/] -2- (IH- -I- > K-;W-3— r T'D tr 

;|,] -4- (4- /7 □ □ 7 X - - 1 - tf 7 V ^U^* ^iJ- 5 K • V h 'J 7 □ 




wo 03/042204 



118 



PCT/JP02/10800 




a 



MASS (APCIMASS), m/z 647 [(M+H)*]. 

N-[(1RS. 2SR)-l-[((3R)-6-i^ □ n-Z-[ii^ ^^JU7 B. / ) /^;U]-3, K 




MASS (APCIMASS). m/z 643 [(M+H)*]. 
10 Mt^M 88 

N-[(1RS. 2SR)-l-[((3R)-6-^ □ □-3-[(v^5^;i/7$ 7 ) ^5";H-3, 4->*t: K 
D-l(ZH)-=^^/ 'J :i»;<j;PjJ<-;1/]-2-(1H-< > K-;u-3-< ;p) tr 

;p]-4-(4-7;i/^D7x-;u)-i-e'^7>^>*;i'3j?=^it5 K • v h u 7;1'^d 



wo 03/042204 



PCT/JP02/10800 




N 
H 



N 



2CF3COOH 




MASS (APCIMASS), m/z 631 [(M+H)*]. 

N- [ (1 RS, 2SR) - 1 - [ ( (3R) -6-^ □ D-S- [ ( 5^;U7 5 7 ) / -3, 4- v t K 



MASS (APCIMASS). m/z 627 [(M+H)']. 
10 90 

4- ^ > V -N- [ (1 RS, 2SR) -1 - [ ( (3R) -6- ^ □ □ -3- [ ( V ^ 5^ 7 ^ y ) ^ 5^ 

;u]-3, 4-vt Kp-i(2H)-^y 'j-;i/);tijL'7}^-;i/]-2-(iH— r >K-;i/-3-r 

)V)-:fu\i)V]-\-\f.^y'J>tl)Vts^^^ K • -»U7;i/:^-D|^g[:g 




wo 03/042204 



120 



PCT/JP02/10800 




N 




MASS (APCIMASS), m/z 627 [(M+H)1. 

mmm si 

N-[(lRS.2SR)-l-[((3R)-6-i^DD-3-[(vpt5^;P7Sy);*5^;i/]-3. 4-i^\i K 




j 

MASS (APCIMASS). m/z 614 [(M+H)*]. 
^jg^ 92 

10 N- [ (1 RS. 2SR) -1 - [ ( (3R) -6- □ P-3- [ ( ^ 5^;!/ 7 5 / ) ^ -3. 4- >^ t H 

□-i(2H)-^y ^) -)V)i^ )Vt-^M-l-{^'^-^ y )Vii^u\i)V\-4- 



wo 03/042204 



PCT/JP02/10800 



121 




MASS (APCIMASS), in/z 613 [(M+H)0. 

mmm 93 

N-[(IRS. 2SR)-l-[((3R)-6-i;7 □ □-3-[(i/^5';U7 5 y)?^^M-Z. 4-v t K 




MASS (APCIMASS), m/z 643 [(M+H)*]. 
10 ^t^m 94 

N-[(1RS, 2SR)-l-[((3R)-6-^DD-3-[(v^5";i'75 y)^5^;H-3.4-vt: K 

n-\m)-^/ 'J ii;P);^7;i/3i^-;u]-2-(iH-f > K-;u-3-<;u) zfa tf 

;n-4-(i-tr^>j v>;«j;i/7}?^-y-5 k • h u 7ji/:tDKi? 



wo 03/042204 



122 



PCT/JP02/10800 




2CF3COOH 



0 



MASS (APCIMASS). m/z 619 [(M+H)*]. 

mmm 95 

N-[(lRS.2SR)-l-[((3R)-6-^nD-3-[(f/p^5";i.7Sy)p^5^;U]-3. i-i^h K 

5 □-i(2H)-=^^y u -;p):^;i/^*-;p]-2-(iH--r > K-;i/-3-< 7°o,tf 



MASS (APCIMASS). m/z 615 [(M+H)*]. 
10 HJg^J 96 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- □ □ -3- [ (>? ^ 5";|.7 5 7 ) -3. 4- v t h' 

n-\m)-^y u:i;u);^7;i/>i^-;u]-2-(iH--r > K-;u-3-'f tf 




2CF3COOH 



wo 03/042204 



123 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS), m/z 626 C(M+H)*]. 
97 

4-^>v;U-N-[(lRS. 2SR)-l-[((3R)-6-:i7 □□-3-[(>';<5^;|/75y)p^5" 
5 )U]-Z,4-'yt h*n-l (2H)-4^y U ;^7;U.f-;|/]-2-(lH-'r > h*-;i/-3-r 




CF3C00H 



MASS (APCIMASS), m/z 626 [(M+H)']. 
10 N-[(lRS,2SR)-l-[((3R)-6-^DP-3-[(vp<5';U75y)^5^;P]-3.4-vt K 

□ -i(2H)-^y 'j-;i'):^;u^-;u]-2-(iH-< > K-;i^-3--r ;u) tr 



wo 03/042204 



PCT/JP02/10800 



124 




MASS (APCIMASS). m/z 545 [(M+H)*]. 

mmm 99 

N- [ (1 RS. 2SR) -1- [ ( (3R) -6- :J7 o D-S- [ ( 7t 5^;i/7 = y ) pi -3. 4->^ k K 

5 o-i(2H)-^y u-;u)*;U5j?->'H-2-(]H--r > K-;u-3--r;u) tf 




MASS (APCIMASS). m/z 562 [(M+H)']. 

mmm loo 

10 N-[(lRS.2SR)-l-[((3R)-6-i'DD-3-C(v^5';P75y)pi5^;P]-3.4-v?t K 

n-]m-^y u-;i');^;u3j^*-;u]-2-(iH-< > k-ju-s— r;u) tf ) 




MASS (APCIMASS), m/z 578 [(M+H)^]. 
15 101 

N-[(lRS.2SR)-l-[((3R)-6-^DD-3-[(->*^5";U7Sy)pi5^JW-3, 4-vk K 



wo 03/042204 



125 



PCT/JP02/10800 



MASS (APCIMASS), m/z 584 [(M+H)*]. 
5 ll»J 102 

4- [ ( { [ (IRS, 2SR) -1 - [ ( (3R) -6- □ D -3- [ ( v ^ 7 5 / ) -3. 4- v 

fc Ko-i(2H)-=l^y ij-;u):^j;i/;}?-;u]-2-(iH-'f > K->'U-3-r;P)yD tr 



10 MASS (APCIMASS). m/z 587 [(M+H)1. 
HWJ 103 

N- [ ( 1 RS. 2SR) -1 - [ ( (3R) -6- □ □ -3- [ ( v ^ ^;U7 5 / ) -3, 4- v t K 

o-i(2H)-=^^y u ->'i-):^;i^^-;H-2-(iH--r > K-;i/-3--r e 
;W-N' -[4-(->*^5^;i'7 = y)7x-;i/]'^7i/7 • vH'J7;u^Di^^:^ 





0 



wo 03/042204 



PCT/JP02/10800 



126 




2CF3COOH 



N 
Me 



Me 



MASS (APCIMASS). m/z 587 [(M+H)*]. 

mmm m 

N- [ ( 1 RS. 2SR) -1 - [ ( (3R) -6- ^J? □ □ -3- [ ( 7 $ / ) / -3. 4- v t K 

5 o-i(2H)-:^y 'j-;i/);^;pji?i:;u]-2-(iH--r > K-^iz-s— r;i/) zfn e 



MASS (APCIMASS). m/z 588 [(M+H)*]. 

II»J 105 

10 N-[(1RS, 2SR)-1-[((3R) -6-^:7 □ □-3-[(>^^5^;i'75 / ) 4-v t K 

o-i(2H)-=^^y 'j-;i');^7;U/j^-;u]-2-(iH--< > K-;u-3--r ju) tr 





15 



MASS (APCIMASS). m/z 590 [(M+H)*]. 
106 



wo 03/042204 



127 



PCT/JP02/10800 



N-(4-/ev/-y5^JU7x-;P)-N'-[(lRS. 2SR)-l-[((3R)-6-i7nP-3-[(vpt^ 
JU7 a y ) ^ -3, 4->' k K P -I (2H) y 'J - jl.) tl -jP] -2- (IH-r 



5 MASS (APCIMASS). m/z 600 [(M+H)*]. 
107 

N-{4-[({[(lRS. 2SR)-l-[((3R)-6-i^PD-3-[(v^5^;i/75/)pC5^;i/]-3. 4- 
>?ti K (2H)-:^y U::i;U);^7;Uj}^::i;U]-2-(1H-1' > H-;i/-3-r;u) :/p tf 



MASS (APCIMASS), m/z 601 [(M+H)*]. 

nmm m ^ 

N-[(lRS.2SR)-l-[((3R)-6-i^OD-3-[(v^^;U75y)p^5";i']-3.4-;;t K 

p-i(2H)-4^y 'j-;i'):*;i/i}^-JH-2-(iH-i'>K-;i/-3->r;u):/Pt:>]-4- 
15 7x-;i/-i-tr^'ji^>;^;i/**4^ti-5 K • h 'J 7;i/:rpi^if:^ 




10 




wo 03/042204 



128 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS). m/z 612 [(M+H)^. 
109 

N-[(1RS,2SR)-1-[((3R) -6-^:7 □□-3-[(->*p^^;U7$y)p^^;U]-3.4-vh K 

5 □-i(2H)-=*^y u -ju)ti)\^t-=-ju]-2-(ii{-^ > H-;i'-3--i';u) k! 
;u]-4-(3-7;i^:to7xr:;u)-i-t!A'J v>:^;U3i^+-t>-a H- h'J7;U:tDif 



MASS (APCIMASS), m/z 630 [(M+H)T. 
10 110 

N- [ (1 RS. 2SR) -1 - [ ( (3R) -6-^^ □ □ -3- [ ( v ^ ^)17 a ^ ) pi 5^;}/] -3, 4- v t K 

□ -i(2H)-^/ U-;u):^;i/3}^->'p]-2-(iH-< > K-;i/-3-^;i^) tr 
;u]-4-(4-7;P:^-o7x-;p)-i-tr^us?>:*;ujJ^=^r-y-5 K- h'J7;l/:j-0@f 




wo 03/042204 



129 



PCT/JP02/10800 




MASS (APCIMASS), m/z 630 [(M+H)*]. 

mmm m 

N-[(lRS.2SR)-l-[((3R)-6-i>DD-3-[(vp^5^;U7$y)/5^;i']-3.4-vt: K 

5 □-i(2H)-^y u ;^j;u;i^-;p]-2-(iH-'f > K-;u-3--r ;u) y □ tr 




MASS (APCIMASS). m/z 626 [(M+H)*]. 
10 ll»J 112 

N-[(1RS, 2SR)-l-[((3R)-6-^ □ □-3-[('>'p^5";U75 y)/5^;U]-3, 4-vh K 

D-i(2H)-^y •j-;u);<3;i/7i^:i;u]-2-(iH--r > K-;u-3--i'>'U) yo tf 
;^]-4-(3-A5";^7xI:;^)-l-I:^^>Jv>;^;^^^=^^■!^•5 k- N'J7;p^Diti? 



wo 03/042204 



130 



PCT/JP02/10800 



a 



Cl 




Me 



CF3COOH 



MASS (APCIMASS), m/z 626 [(M+H)*]. 

mmm m 

N-[(1RS, 2SR)-]-[((3R)-6-iJ7 □ □-S-CCvT^^'jl.y^ / ) / 5^;i']-3. 4-vt K 

5 o-\m)-^y 'j -;i/);^7;pzt^-;H-2-(iH-i' > H-;i.-3--f ;u)7°n tf 



MASS (APCIMASS), m/z 626 [(M+H)^. 
10 ^M0^ 114 

N-[(1RS, 2SR)-1-[((3R) -6-^:7 D □-3-[(->*^5';U7$ 7) ^5^;U]-3. 4-:/^ K 

D-i(2H)-+y 'j-;u);«7;u^:i;u]-2-(iH-< > K-;p-3--r ju) tr 
;u]-4-(3-p^ K=^rv:7x-;u)-i-tf^'j >^>tiJ\^7f.^D-^ K • h u yMnm 




Me 



wo 03/042204 



PCT/JP02/10800 




MASS (APCIMASS), m/z 642 [(M+H)']. 
HWJ 115 

N-[(lRS,2SR)-l-[((3R)-6-i:7DD-3-[(vpC5^;i.75/)^5^;i.]-3.4-S^t K 

5 □-i(2H)-^y •j-;u);^7;U7}^-;i^]-2-(iH--f > K-;u-3-'f tf 



MASS (APCIMASS), m/z 646 [(M+H)*]. 

10 mmm ne 

4-^ > ;U-N- [(] RS, 2SR) - 1 - [ ( (3R) -6- ^ □ D -3- [ ( v 7 5 / ) ^ 5^ 

;i/]-3.4-vt KD-i(2H)-4^y 'j-;i/);^3;i/^-;p]-2-(iH-f >K-;^-3-< 




wo 03/042204 



132 



PCT/JP02/10800 




CF3COOH 



MASS (APCIMASS), m/z 640 [(M+H)*]. 

(2RS. 3SR) -1 - ( (3R) -6- ^ □ P -3- [ ( ^ 5" ;i/ 7 S 7 ) ;^ -3, 4- v t K □ 

5 -I m)-=¥y u-;i')-3-(iH-r > K-;u-3-<;i/)-N-({i-[(i-;<5^;u-iH-r > 



(2RS, 3SR) - 1 - ( (3R) -6- □ □ -3- [ ( v 5^;i/7 = 7 ) ^ -3. 4-:/ k K □ 

10 -1 m)-^y 'J -;u)-3-(iH-< > K-;u-3-r;u)-i-^^v-2-7'i$' >7 5 > 

(20 mg) Ovi7Da^^> (2 mU ^r^t, l-[(l-pC5^;p-iH-'r > K-;^-2- 
-r;^)*;^7J^-;^]-4-hr^'Ji/>:^J^/^*;^■rt K (15 mg) ^^iaTJPA. 15 

(13 mg) ^^^jSTJO^Tt. s^t^^^^iaTioBtremJ^^. tK^SDA, '^L< 

^m^Vtz, ^^^HPLC (^ffijffi;7K (0.03!i:h'j7;P:tDi^g[^) /7-th 
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llh'j;U (O.OZ%hVy)l^:tDmm^) =9:1-1:9) T'H^LT. MI2<k^ 
^^m^J'EJVyTXtLXmrc (SO.Smg. ii2^72!i;) . 
MASS (APCIMASS). m/z 679 [(M+H)*]. 

uTommm 118-131 iz^moif^mitnmm \ntmm\z bx^^btzo 

N- [ (1 - ^ > IZ-Y tr ^ 'J V - 5^ ;U] - (2RS. 3SR) - 1 - ( (3R) -6- ^ □ □ 
-3- [ ( V ;< ^;i'7 a / ) / -3, 4- V t K □-! (2H) J U -3- (IH-f 



10 MASS (APCIMASS). m/z 626 [(M+H)^]. 

mmm 119 

^>v^;i/ 4-({[(IRS.2SR)-l-[((3R)-6-i^ DO-S-CCvpl^jl/TS 

;i/]-3.4-i^t: KD-i(2H)-^y >j-;u);^;u^-;i^]-2-(iH-<>H-;i/-3-'i' 
15 om^^ 





MASS (APCIMASS), m/z 656 [(M+H)1. 
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^mmm 

(2RS. 3SR) - 1 - ( (3R) -6- P O -3- [ ( v ^ ;U 7 ^ / ) >^ 5^ JU] -3, 4- v t K O 

-1 m)-^y U-ju)-3-(iH-r >K-;i/-3-r;p)-N-C4-(/5^;u7.;i/*:i;p) 



MASS (APCIMASS)^ m/z 593 C(M+H)']. 

mmm 121 

(2RS. 3SR) -I - ( (3R) -6- ^ D □ -3- [ ( 7 5 / ) ;^ 5" ;H -3. 4- 1 K □ 

-1 m)-^/ 'J -3- (I H-r > h -;p-3— r -n- [4- ^ > v 
10 ;i']-i-:t=^y-2-y:$'>7$>- i/hU7;^:<^□»^m 



MASS (APCIMASS). m/z 561 [(M+H)^]. 

II»J 122 

(2RS. 3SR) - 1 - ( (3R) -6-^ □ □ -3- [ ( 7 5 / ) ^ 5" JU] -3, 4- v t H □ 
15 -l(2H)-:^y U-;U)-N-(>'i7D/\^>.;U^5^;U)-3-(lH— r >K-jU-3-r 




0=?=0 
Me 
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2CFjC00H 



MASS (APCIMASS), m/z 521 [(M+H)*]. 

N- (2-^17 □ □^>v;U)-(2RS. 3SR)-l-((3R)-6-t^ □ n-d-[(S^ >^^)17 /) 

5 ^^>'i/]-3.4-vt KD-1 (2H)-^y u-;i')-3-(iH-r > K-;p-3-r>'i')-i-;t 



MASS (APCIMASS), m/z 549 [(M+H)*]. 

nmm 124" 

10 N- (4- i:? o □ ^ > - (2RS, 3SR) -1 - ( (3R) -6- ^ O P -3- [ ( x 7 5 / ) 
^5';U]-3.4-vt: Ko-I (2H)-4^y 'J-;U)-3-(lH-r > K-;|/-3-< 





CI 



15 



MASS (APCIMASS). m/z 549 [(M+H)^]. 
125 
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136 



(2RS. 3SR)-1-((3R) -6-^:7 o □-3-[(v;>i5';P75 y) pt5";U]-3.4->?t Ko 
-l(2H)-=^y U n;i')-3-(lH--f > K-;P-3-'r;P)-N-(2-^ h^v^>v 



5 MASS (APCIMASS), m/z 545 [(M+H)*]. 
II»J126 

(2RS, 3SR) -1- ( (3R) -6- ^ D □ -3- [ ( >^ 7 $ 7 ) ^^JU] -3. 4- t: K □ 

-i(2H)-^y u -;i/)-3-aH--r > K-;u-3--r;u)-N-(4-pc h + ->^>v? 



MASS (APCIMASS), m/z 545 [(M+H)*]. 
*»J127 

(2RS. 3SR) -1 - ( (3R) -6- p p -3- [ ( v 7 S 7 ) -3, 4- v fc K □ 

-1 (2H)-4^y 'J n;u)-N-(2-;t5^;i'^>>^;u)-3-(iH— r > K-;p-3-r;i/)-i- 
15 t^v-2--:f^>75.> ' i^h^jy)\^tumm^ 





Me 



10 
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Me> 



Me 
Me 




j^- HN^ 2CF3COOH 
MASS (APCIMASS), m/z 529 [(M+H)*]. 

(2RS. 3SR) -1 - ( (3R) -6- ;^ □ □ -3- [ ( ^ 7 $ / ) P< 5" ;U] -3, 4- v k K □ 

-1 (2H)-^y 'J -;u)-N-(4-p^^;u^>v;i')-3-(iH-< > K-;i^-3-'r>'i')-i- 



Cl^.^^.^...^^j^ Me 
Me 



Me> 




O 



2CF3COOH 

J 

Me 

MASS (APCIMASS), m/z 529 [(M+H)']. 

10 (2RS.3SR)-l-((3R)-6-i:7DP-3-[(vV5";l'75 y)p^5';U]-3.4-i^t 

-1 (2H) - =1^ / U :z)V ) -N- (2- 7 ;u ^ □ > V ;P) -3- (IH- -< > K - ;i'-3- < 

;p)-i-^^y-2-7iS' >75 > • V K u yMnmm^ 

UC,J Me 



HN^ 2CF,C00H 
N I 
H 




MASS (APCIMASS). m/z 533 [(M+H)*], 

15 mmmm 
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(2RS. 3SR) -1 - ( (3R) -6- P □ -3- C ( p< 7 ^ y ) ^ -3, 4- v t K □ 

-1 m-^y 'j-;i/)-N-(3-7;p:rD^>i^;u)-3-(iH— r > K-;i/-3-'f 



5 MASS (APCIMASS), m/z 533 C(M+H)']. 

^mm 131 

(2RS. 3SR) -1 - ( (3R) -6- □ □ -3- [ ( v / 5^ ;l/ 7 5 y ) 5^ Jl/] -3, 4- k K □ 

-1 (2H)-^y 'j-;p)-N-(4-7;i/:tD^>>?;i')-3-(iH— r > k-;1/-3--i' 



MASS (APCIMASS). m/z 533 [(M+H)*]. 
miMm 132 

N-[(lRS.2SR)-l-[((3R)-6-i^DO-3-[(v^5^;i^7$y)^5";i']-3, 4-vt: K 

□-1 (2H)-^y U-;u):^;U7}^-;u]-2-(iH-'i' > k-;L'-3-<;u)7'd e;i/]-i- 

15 7*^>75> • i^h'J 7;P:tDi^i^:^ 




10 
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2CF,C00H 



(2RS, 3SR) - 1 - ( (3R) -6- ^ □ □ -3- [ (i^ ^;U7 ^ 7 ) -3. 4- >^ h H □ 

-1 m-^y u -;u)-3-(iH-'r > K-;i'-3--r 7-2-^3^ >7 ^ > 

(20 Dig) ©^^□□p^^> (2 mU ^Mt', (4.0 mg) Sr^tST 

5 Jbn^, IS^PemJ^tfc. dOSl&^^^t h'J7-fe h=^^i>7KmW•^7^:^h 
'J':7A (13ing) ^^STjDA/i. S^£^?^^^rfiT 10 NfrslMit^^ 7K$:t)P;l. 

™Ji^@*trc. Ji$^HPLC (^Si*§;7K (0.03Xh'J7;i/^DKi[^) / 
7-tlh-hU;l' iO.OZ%h*Jy)\^:tDmmt) =9:1-1:9) Tffi^LT. ^ 
10 €<k^i^Sr4Sfe7^;U7 77.<hLTf#fe (8.4 mg. iR^ 25!!;) . 
MASS (APCIMASS), m/z 481 [(M+H)*]. 
133 

N-:/5^A-N-[(lRS.2SR)-l-[((3R)-6-i:7 □ □-3-[(vp^5";i/7 5 7)^5^ 

;p]-3.4->5t HD-i(2H)-=t^y 'J -ji.):^j;i./j?-ji/]-2-(iH-r>K-;u-3-r 

CK^^rv..^.. Me 
Me 

Me> 

O 



{J J I 2CF3COOH 



uss^y 132 trnmizLTs mmit^^ (?. i mg. m 20x) $:Mfe7^;P7 

MASS (APCIMASS). m/z 537 [(M+H)*]. 

20 nm^i] 1 34 

(2RS. 3SR) - 1 - ( (3R) -6- P □ -3- [ ( x / 5^;!/ 7 ^ / ) ;< 5^ v'l'] -3. 4- v t K □ 
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-1 (2H)-=^^/'J:i;W-3-(lH-'f>H-;l'-3-<;i/)-l-:t^y-N-(3-7x-;l/y 



(2RS. 3SR) -1 - ( (3R) -S^i^? o □ -3- [ ^ ^;i^7 ^ / ) -3. 4->? t K □ 

5 -1 (2H)-=^ry •J-;i')-3-(lH-l' > K-^P-S-f ;i/)-l-;^-=^^7-2-7*^>7 5 > 
(20iDg) ©vi7DD^i5^> (2mL)Jg^{C, 3-7xZi;i.yD/t:f-;i. (T.Smg) 

'^m:M-U':7A (13 mg) Sr^iSTinJAyS:. ^^^^K^^iST 10 mfmn^. 

10 tab. mmTma^^^iibrzo ?^^^hplc (^m^tK (o.o3!i;h'j7;i^:to 

i^^^) /7-th-hU;U (0.03Xh 'J7;i/:tDi^^'^) =9:1~1:9) T*i 

MUX. mmit^<^^m^7=e)\^y7 7.tLxnft iu.i m, mmm) o 

MASS (APCIMASS). m/z 543 [(M+H)*]. 



15 (2RS,3SR)-l-((3R)-6-i:7 □D-3-[(v;<5^;i'7$ y)pC5^;i.]-3,4-vt Hd 
-1 m)-^y 'J-;i/)-3-(lH-< > K->lU-3-<;P)-l-:t4^y-N.N-t:;^ (3-7x 




Jg««J 135 
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141 



10 



15 



MASS (APCIMASS). m/z 661 [(M+H)*]. 

( _ ) _N_ [1 _ [ ( (3S) -6- 1? o □ -3- [ ( V ^ ;U 7 5 / ) ^ 4- v t K o 

;u]-i-[(i-p^^>'U-iH-<>K-;u-2-'f;u):^>'i'4^-;u]-4-e^'jv>;^7;P7jf 



N- [ ( 1 RS. 2SR) - 1 - [ ( (3S) -6- :^ □ O -3- [ ( X 5^;W7 5 / ) ^^JU] -3. 4- t 

K □-i(2H)-=^^y ^) -)i)ti)it^:^)V]-2-ii\i--( > K-;i'-3-<;p)yD tr 
_ I _ [ (] _ ^ ^^i^-iH-o K -;u-2-'f jp) ;^ -4- tr-^ u V >:^;u4^ 

:^-t*-= K 250 iDg^£HPLClIcfcD5^5iL.T^^^b'&tl 120 mg$:#^c. 

tjyh: CHRALCEL CD 60 mmlD X 500 mmL 
^Wim : ^4^-y->/X^y-;i/= 50/50 

ii : 60 mL/min 

g : 26t: 

as : UV254nin 
[a]D"'=-125. 05 ' (c=0. 155. :^^J-)D. 

(+)-N-[l-[((3S)-6-i:7 □□-3-[(v;p^5">ll/7S y)P^5">'H-3.4-vt Hd 
-1(2H)-=I^ / U :^;U;}?:n;U]-2-(lH-^ > K-;U-3--r ;U) T'D tf 
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[q;]d"=+]17.08 " (c=0.210, J-M. 

imm 138 

(-)-N-[l-[((3S)-6-^DD-3-[(v?^5^;l/7a y)^?>'l']-3,4-vb Kd 



N- [ (1 RS, 2SR) - 1 - [ ( (3S) -^-^ uu-Z-[{~J ^=^)V7 ^ ^) :^ -3, 4- >J t 
K D-l (2H)-4^/ U tt )Vt--)V]-2-m-^ > K-;U-3-f 7*n tf 
}V] -4-7 X y + U v>:^j;U:iJ?^1j-S K 200 Dig ^ HPLC \Z^K)^^V 

xmmit^^ 96 mg ^ntzo 

ti'pA: CHRALCEL OD 50 mmlD X 500 nraiL 
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^idtS : ^+-tl->/2-yD/ty-;U/->*X5^;>7S>=85/15/0. 1 
git : 80 DiL/min 

g : 26X: 
^ in : UV254niD 
5 [a]D"=-168.79 " (c=0.165. ^^J^y-jp). 
II»J139 

(+)-N-[l-[((3S)-6-i^ □ D-S-lCv^^JUy^ /) ^^;i']-3.4-v t K □ 




ll»J 138 tTOtCLT^e^k^^I 94 mg^#fc. 
[a]D"=+169. 10 " (c=0.245, 
II»J 140 

N- [ (1 RS. 2SR) - 1 - [ ( (3R) -6- □ d -3- [ ( v 7^ 5^;U7 5 7 ) ^ 5";!^] -3. 4- v t K 

15 □-i(2H)-+y •j-;u);^;U7j^-;i/]-2-(iH--r > K-;u-3-< ;L') e 
;i/]-4-(4-k KD+v7x/:^^v)-l-l:r^Ui>>:*;i/3}^*lJ-$ H 
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IR(KBr) 2938. 1622, 1508. 1227. 1040. 828. 743 cr' 
141 

5 (-)-N-[I-[((3R)-6-^ □□-3-[(v^?^;U7^y)^5";i']-3.4->^t Kd 

;W-4-(4-t Ko:^^v7xy^s^)-i-tf^u v>;^7;i/7jff -tJ-s K 



N- [ (1 RS. 2SR) -1 - [ ( (3R) -6- ;^ D □ -3- [ ( V / 5^;i.7 S y ) -3. 4- 1: 

10 h' □-i(2H)-=^^y u-;p);^j;u#-;i/]-2-(iH— r > Y--)V-z-^ )V):fu tr 
;i/]-4-(4-fc KD+>'7xy:^-»-i-e^u->*>;^3;i/;j^^-y-5 K 320 mg ^ 

HPLC \Z^K>j^l^Lxm.mit'tm 91 mg 

CHRALCEL CD 50 mmlD X 500 mmL 
15 : ^+-tt>/2-7'D/iy-;U=85/15 

: 80 mL/niin 




wo 03/042204 



145 



PCT/JP02/10800 



S g : sot: 

ffi : UV254nm 
[a]D"=-139.68 ° (c=0.100. 

mmm 142 

5 (+) -N- [1 - [ ( (3R) -6- ^ □ □ -3- [ ( / ^ ;W 7 5 y ) ^ 5" ;W] -3. 4- X t K □ 

-i{2\i)-^y u ;^;u^-;i']-2-(iH--i' > K-;i/-3-'i' ;p) tf 

;U]-4-(4-k: KD^->7xy=<^-»-l-tf^'J v>;^;l/^1^+1t5 K 



WTO||»J 143-152 tClBm<^)^b'&tl«ll»J 41 (hlRHtfCbT^fieL/t. 

mmm 143 

N-[(IRS.2SR)-l-[((3R)-6-^DD-3-[(v;'^5';U7$y)^5^;i']-3,4-vt K 
D-l(2H)-^y 'jr:;U);^3Jl.;J^-;U]-2-(lH-'l' > K-;U-3--r JU) tf 

15 ;u]-4-(4->>7>'7xy=^v)-i-e^'j>^>;<7;u3}^=^it^ K 




^JS«?!1 141 tlWllitC UTil^<b^2^ 1 09 m g 
10 [a]D"=+158.88 • (c=0.105. 
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IR(KBr) 2948, 2224. 1634. 1507, 1254. 1036. 835. 741 cm-' 
144 

N-[l-[((3R)-6-iJ7 0D-3-[(v^5^;U7$y)pC5^;i,]-3,4->?t Hd-I(2H)- 
'Jx;i.);^7>'U/J^-;PJ-2-(lH-r>K-;i.-3-<;i/)7°atr;i']-4-(4-;< 
5 >'7xy:^^-»-l-tf^'j v>;^7;i/3t?4^-tl-$ K 



IR(KBr) 2944. 1634. 1507, 1227, 1038. 826. 743 cm"' 

mmm 145 

N- [ (1 RS, 2SR) -1 - [ ( (3R) -6--^ DO -3- [ ( v ^ 5^;U7 5 / ) ^ -3. 4- t 

K D-i (2H)-^y 'J ;^7;U/j?-;n-2-(iH-r > K-jp-s-f ju) bf 



IR(KBr) 2936. 1626. 1487, 1231. 1 146. 1038. 741 cm"' 

nmm i46 

N-[(lRS.2SR)-l-[((3R)-6-^DD-3-[(v^5";|/75/)/5';|/]-3.4-xt H 

□ -i(2H)-4^y 'J-;u);^;p^-ju]-2-(iH-<> K-;u-3— r;u)yD tr 
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IR(KBr).2969. 1645. 1487, 1231. 1038. 841. 743 cm"' 
N-[(lRS.2SR)-l-[((3R)-6-i^DD-3-[(vp<5';i^75/)>5";W-3.4-i^t:K 

□ -i(2H)-4^y u -;w);<7;U7t^-;u]-2-(iH--r > K-ju-s-y ;p) e 
ji/] -4- (4- ^ □ □ 7 X y -» -1 - tr^ u V ;i^4^^-ti- ^ k 



10 IR(KBr) 2944, 1634. 1489. 1235. 1038, 826, 741 cr' 
148 

N-[(lRS,2SR)-l-[((3R)-6-i^DD-3-[(v^5';U75y)/5';U]-3. 4-vk K 

□ -i(2H)-:^y 'J -;L'):^i;i/:}^-;i/3-2-(iH--r > H-;u-3-<;i/) tf 
;u]-4-(4-^5^;i/7xy+-»-i-t:^u v>;^'>'U4^=^ita H 
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148 




IR(KBr) 2934. 1628. 1508. 1231, 1040. 816. 741 cr' 

mmm 149 

N-[(lRS.2SR)-l-[((3R)-6-i:7PD-3-[(vp(5^;i.7= y)^5^;H-3.4-vt: K 

5 □-i(2H)-^y u -;i/);^7;i/jj^*-;i'3-2-(iH-'r > \^-)V-z--( ji^)-fn tf 



IR(KBr) 2934, 1628. 1505. 1206. 1042, 829, 743 cr' 
10 N-[(1RS, 2SR)-l-[((3R)-6-i:7 □ D-3-[(-:/p^5^;i.75 y)p<5^;i.3-3,4->;t K 

□ -i(2H)-^y 'J -ju);t>;U/j^-;u]-2-(iH--r > K-;i'-3-'r y'u tr 
;W-4-(3-pi5^;i.7xy+v)-i-tf^'J v>;^7;i.j}^4^+l-= K 




wo 03/042204 PCT/JP02/10800 

149 




IR(KBr) 2932. 1628. 1489, 1258. 1040, 743 cm"' 

(4-^>v;U:t4^-»-N-[(lRS.2SR)-l-[((3R)-6-^ □D-3-[(>'p^5^;U7 5 
y) p^5^;l/]-3.4-;^b: KD-l(2H)-4^y ij -;l/);t>>/U7i^*-;i<'3-2-(lH-l'> 




IR(KBr) 2944. 1628. 1489, 1229. 1098. 741, 700 cr' 

nmm 152 

10 4-[4-(7 a / 7.)\^ts=.)V) 7 X y +'>]-N-[(lRS. 2SR)-l-[((3R)-6- O D 
;U]-2-(iH-f >K-;U-3-r>il/)7'n tfJH-l-tf^U->*>;ti;U#4^1J-^ K 
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150 



CI 




JR(KBr) 2938, 1624, 1489. 1250, 1157, 1098, 1034. 835, 743 cm-' 

nt^m 153 

N- [ ( 1 R. 2S) - 1 - [ [ (3R) -6- ^ □ o -3- [ ( ^ 7 S y ) -3. 4- t K □ 

-i(2H)-:^y U ;^7;i//j^ -;i.]-2-(iH--i' > K -JP-s-^f y □ tf 



IR(KBr) 2942, 1628. 1505. 1209, 1038, 828, 764, 743 cr' 
154 

N- [ ( 1 R. 2S) - 1 - [ [ (3R) -6- ^ □ □ -3- [ ( V 5";i/7 5 y ) ^ -3. 4- k K D 
-l(2H)-4^y U ;?3;U7l^-;i/]-2-(lH-< > H-;P-3--1' 7'D If 

;p] -4- (3- 7 X y -» -1 - u x ;i/3}^^-tJ- ^ K 
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151 




IR(KBr) 2936. 1630. 1489. 1258, 1229, 1038. 743 cm*' 

mmm 155 

N- [ ( 1 R. 2S) -1 - [ [ (3R) -6- ^ □ □ -3- [ ( V / 5";U7 5 y ) ^ 5" -3. 4- V t H □ 



IR(KBr) 2934. 1632. 1489. 1169. 1094. 939. 741. 693 cm-' 

mmm ise 

10 N- [ (1 R, 2S) -1 - [ [ (3R) -6- □ □ -3- [ ( V ;t 5";!/ 7 a y ) ^ -3, b K o 

-i(2H)-^y ij -ji^] ;^;i/4^-;p]-2-(iH--r > k-^p-s-^ ;u) y □ e 
;^]-4-[(4-pc5^;^7x-;^);:^;^^-;^]-l-^f^7v>:^;^^^+■y-a K 




o=s=o 
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152 




0=S=0 




Me 



IR(KBr) 2932, 1630, 1489, 1165, 1094, 937, 727 cm"' 
157 

4- ^ > 7 [ (1 R, 2S) -1 - [ [ (3R) -6- □ □ -3- [ ( 5^ ^ ^ ;P 7 $ y ) P!l 5^ 

5 ;i/3-3. 4-vk H m)-^y U ;t>;U/}^-;W-2-(iH— r > K-;u-3-< 



IR(KBr) 2934, 1628, 1260. 1007, 741, 710 cr' 

mmm iss 

10 4-^>y-r ;i/-N-[(lR,2S)-l-[[(3R)-6-i^ □□-3-[(vp< 5^ ;U75 7)^5" 

;p]-3.4->*t KD-i(2H)-^y u-;p]*;P7j?-;H-2-(iH-'r>K->iu-3-i' 
;i/)yotf;i']-i-hf^'j>?>;^7;u^=lr-tf5 K 
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CI 



Me.,. 1 




IR{KBr) 2943. 1630. 1489, 1209. 968, 743. 700 cr' 

MMM 159 

4_ > ,;;;p;j-dti ->) -N- [ (1 R. 2S) -1 - [ [ (3R) -6- □ O -3- [ ( ->* ;< 7 5 y ) 
5 p< 5^;P]-3. 4->;t: K D-l (2H)-=^y U :i)V]tl)]^t^=^)V]-2-m-( > H-JP 



IR(KBr) 2942. 1628. 1489, 1229, 1100, 741, 700 cm*' 

mmm \so 

10 N-[(lR,2S)-l-[[(3R)-6-;:7nD-3-[(v/5^;i^7Sy)p^5">'H-3.4-vt Ho 
-l(2H)-^y 'J :L)V]^)Vt^:z)V]-2-(\H-'i > K-;i--3-< ;p) tf 
;U]-4-(4-^PD7xy^i/)-l-tf'<'Jv^>:^;pj}^^lJ-S K 
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CI 




Me 



G 



a 



IR(KBr) 2934, 1630. 1489, 1233. 1094. 1038, 824, 743 cr' 

Mmm 161 

N-[(lR,2S)-l-[[(3R)-6-i^DO-3-[(-:^>5";i.75y)/5^;|/]-3. Ko 

5 -1 (2H)-^y 'J ->iu] :^7;U3i^:i;i/]-2-(iH--i' > K -;i.-3--r ;u) y □ tr 

;P]-4-(4-^5";P7x>'^-»-l-tr^iJi;>;^;i,3j^=ti+l-5 K 



IR(KBr) 2942, 1630, 1508, 1229, 1040, 818, 743 cdj-' 

nmm 162 

10 N-[(lR.2S)-l-[[(3R)-6-j:7DD-3-[(i;^5^;P7$y)p<5^;V]-3,4-vfc Ko 

• -i(2H)-4^y ij -}U]ti )Uts-)\.]-2-(m--( > K-;i/-3--f hr 
;u]-4-[4-(p(5";ux;Uj^-;u)7xy=t^>']-i-tf^>ji^>:*7;u**=t^ij-5 H 
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IR(KBr) 2934, 1632. 1489, 1254, 1146. 1092, 1034, 768, 743 cr' 

mmm m 

N-[(lR,2S)-l-[[(3R)-5-^DD-3-[(vp^5^;U7ay)pt5";W-3.4-i/t Kd 
-1(2H)-^/ U -;H;^3;U^->'W]-2-(lH-'1' > \^-)\^-Z--()V) 7*D tf 

■ Me/,, 




IR(KBr) 2932. 1630, 1489. 1231. 1038. 822, 743 cr' 

mmm i64 

10 N-[(lR,2S)-l-[[(3R)-6-^DD-3-[(-:^/5^;U7$y)/5^;P3-3.4-vt KO 
-l(2H)-=^/ ij ;?3;i'7j^-;i/]-2-(lH-'f > F-;i'-3-^ JU) 7*o t! 
-4- (4- 7 □ >^ > - 1 - bf'^ 7 V >;ti Jl'^ a H 
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a 




N 




F 



IR(KBr) 2934, 1630. 1489. 1229, 1009, 849. 743. cr' 

^mm 165 

N-[(lR.2S)-l-[[(3R)-6-^DD-3-[(v?^5^;U75y)pC5^;i/]-3.4-vk Kn 

5 -i(2H)-=^y u :^7;i.;l^:i;i/3-2-(iH--r > K-;i.-3--r ))^)^u\L 



IR(KBr) 2934. 1632, 1489, 1262, 1013, 992. 745 cr' 
• ^WJ 166 

10 N- [ ( 1 R. 2 S) - 1 - [ [ (3R) -6- □ □ -3- [ ( V? p( 7 5 y ) -3, 4- t H O 

-i(2H)- + y 'J -ji/] ;^3;i.7i^-;i.]-2-(iH--r > K-;i/-3-'r tf 
;w]-4-(2-7;P:tD^>v^<;i/)-i-tf^7v>;i!7;i/3!t?^^-iJ-5 K 




Me 



N 




wo 03/042204 



157 



PCT/JP02/10800 



a 



a 




IR(KBr) 2934. 1634, 1254. 1227, 1009. 743 cr' 

mt&m 167 

4- (4- ^ D □ ^ > y< -N- [ (1 R, 2S) - 1 - [ [ (3R) -6- ^ O □ -3- [ (->' ;^ 7 

5 y)^5=-;u]-3.4-vt: Ho-i(2H)-=^^y U-;i/];*7;i/#-;i/]-2-(iH-f >K 



IR(KBr) 2934, 1632, 1489, 1258. 1092, 1007, 839, 743 cm*' 

nmm iss 

10 4-0--^ a □^>V'r ;i/)-N-[(lR. 2S)-l-[[(3R)-6-^ O n-Z-i(i^;A^Jl^7 

/) ^^;H-3,4->*k h* D-i (2H)-+y u ;^7;^7^;-;^3-2-(lH-'1' > H 
;i/-3-^ju)yptr;i/]-i-tr^7i^>:*;i/^^-y-s k 
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Me 




IR(KBr) 2932, 1634, 1489, 1256, 1013, 741 cm-' 

nmm i69 

4-(2-:^ O D^>\/-f ;U)-N-[(1R. 2S)-l-[[(3R)-6-^ □ P-3-[(v^5";U7^ 
/ ) ^ -3. 4- V t K O-l (2H) / U llM ti )Vif--)V] -2- (lH->r > K- 

H M 

N a 




IR(KBr) 2934, 1632, 1487, 1251, 1229, 1007, 743 cm"' 
%mm 170 

10 N- [ (1 R, 2S) -1 - [ [ (3R) -6-ti7 □ o -3- [ ( V ^^^J $ y ) pi ^)V\ -3. 4- t K □ 

-i(2H)-^y 'J - ju] :^7;U7}^-;u]-2-(iH-< > K-;u-3-^ yo tf 

;p]-4-( ij 7;W:tD7-fe5';i/)-l,4-v7-feVt>-l-;^;l.4^+-tj-$ H 
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IR(KBr) 2942, 1628, 1489, 1209, 928, 743 cr' 

N- [ (1 R, 2S) -1 - [ [ (3R) -6-^^ nn-Z-U'J :f^^)l^7 ^ y) ^ =^)V\ -3, 4- k K O 




N-[(IR.2S)-l-[[(3R)-6-^57DP-3-[(f//5^;U7$y)p^5^;i/]-3.4-vt K 

o-i (2H)-^y u -;^];^J;^:^-^-;^]-2-(lH-< > h'-;u-3-^;i/) 7°a tf 

10 ;i/]-4-(hU7;P:ta7-fe5^;U)-l,4-i^7-feVt>-l-:^;i/>}^4^1^-^ H(220mg) 
0^^y-;K6inl)}g^{C 10%^S?:^U';7A7K^SK(3inl)$JjD^. ^iaT 12 

T h 7 ^ - mwmn : ititx^;i/~s^i^x5";i//x:$' y i o/i) t;^ 
15 13 ^Ji{b^tl(113ing)^|^a^«»*<i:bTf#/t. 
IR(KBr) 2938, 1628, 1489, 1231, 743 cm*' 

nmrn 172 . 

4-A:>y<;i.-N-[(lR,2S)-l-[[(3R)-6-i:7 □ u-%-\{'y M ^ J) i^'^- 
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;i/]-3,4-vt Ko-i(2H)-=»^y 'j-;i'];^j;i'^*-;H-2-(iH-'i'> K-;u-3-< 
;wyDbf;u]-i.4-v7-i:Vt>-i-;<7;P3j?^it^ K 

" O 

N-[(lR.2S)-I-[[(3R)-6-^DD-3-[(v5p^5^;P75y)>5^;Uj-3.4->?k H 

5 n-im)-=¥y u -;p];^»;p#-;n-2-(iH--r > K-;i/-3->r;i')yo tf 

;i/]-l,4-v7i?/t>-I-:^;p5}^=^1^-5 H(79ing)<i: KUx5';U75>(17iDg)0 
xh^tHD7^> (m)mm\Z.^>V^)l^^ □ U K (22nig) ^ Ot:TtDX./c:o 

-;U=20/I) TH^b, MMIk^ife (88nig) ^^^im%t tT^I^. 
IR(KBr) 2936. 1634, 1489, 1229, 743 cm"' 
173 

N-[(1R. 2S)-l-[[(3R)-6-:i7DD-3-[(i;^5";U7S/);<5^;i/]-3. 4-i^t Yu 

15 -i(2H)-=^^/ u x;u] ;^;i/;}^-;H-2-(iH--r > K - ;i/-3-< ;u) :^ □ e 
;i/]-4-(7x-;i/;^ju*:x;i/)-i, 4-v7-feVt>-i-*;U3j?^ti-^ H 
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-o 

N- [ (1 R. 2S) -1 - [ [ (3R) -6- □ □ -3- [ ( ^ 5^;W7 5 y ) ^ W -3, 4-:? t K 

□ -i(2H)-:^y u -;u];??;i/7js*-;i']-2-(iH--r > K-;u-3-^ ;u) tr 

;U]-l,4-v7-tVN*>-l-;^3>'l'^=^'ita H(20ing)^ hUx5';i'7 5>(4ing)(Dx 
10 IR(KBr) 2942, 1632, 1489. 1161, 907. 731. 693 cm-' 

mmm i 

( 1 ) mmm i x-n^rLtzit^m 5 o . o m g 

(2) h-7s 3 4. Omg 
15 (3) hO'tanz^mif^ 10. 6mg 

(4) h-^^DHv^t^ (00^) 5. Omg 

(5) ;^x7'J>^T^;^->':7A 0. 4mg 

(6) ;^;i-^4^->/5";Uir>'l^D-7:;t>>'l/'>'^A 2 0. Omg 

ft 12 0. Omg 

20 -^miz^^K ±12 (1) - (6) mmm\z^K)imL. mi^ 
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-->if (Molecular Cloning) ,1 9 8 9^S)iStc:l5mo;^SfCt¥t?fco 
5 (1) th ''J-7h7s^^>Ut':f^-m^mD-/^^y4 (hSSTR4) 

i;^a©b: hS STR4DNA©:^SE^J CRohrer -yoiy-i^y^ - ^ 
' If ' i->'3i-)l' ' T^y^S.— ' ytZf ' D--( X.>-tX • =L-ji7.Ji- (Proc. 
Nail. Acad. Sci., USA) , 90 4196-4200 1993 tCgo'^, DNA 
10 :t>Jl/"7-,- S4- liSiD^S 4-2^'&figb;/S:o S 4 - 1 Oi2?0«, 
. 5' -GGCTCGAGTCACCATGAGCGCCCCCTCG- 3' 

5 ' -GGGCTCGAGCTCCTCAGAAGGTGGTGG- 3 ' 
(l^mm^: 2) T'*§, 
15 mmtbXit.th ^fe«:D NA(^D>T-y^tt.:^:$^o if #^ CL6550- 1 ) 
^m^^tz, ^DNA 0.5 ngtC±IBDNA^U::^-7-^^n€n2 5 pmol 
-f^^jD^, P f uDNA4^Up^^-ii U h^^4^->(;»)) 2.5#fi:^ffl 
\^^Xt^V;^y-ifmmS.}t- (PGR) ^rtfo^c. S^&^^M^Jl. PfuDN 

20 SfS^^fi. 9 4'CX 1 ^^^-Pb^, 6 6 "CT 1 ^m. 7 5 "CT 2 j^fs^^ 1 if 
i:7;Ui:L.T, 3 5D--( ^jmOMLfzo Kft^^ 1 %7:f3n-7.f)lX'mn. 

f^mLtztz^. (*ui.2 kb) (DDNAWi)^^mmmz 

ifiHSnTV^Tt. ^DNA8lrJt^7;^/D-xy;U3&ibS^fwL/rc;i5-DTIs]iR 
H i n c I hxmmvrzZfy7.B. KpUC 1 1 SH^^L, □> 
25 krx>h-li;i'T'*5::^llM (Escherichia coll) JMl 0 9H?^K^^t/c. 

^i/ci»:lSS2?'J^t^^aALF DNAi>-'5r>i^— (7 j^l'Ti^y^fcM) 
T}fADNAirM-®mSiBJiJ<&5l^Lfci;i5, :^*EJU;«»^b^Ji$n57 

BuieoRohrer i^(om^\zum^tirz^mt^±\z-^brzo 
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(2) th-7-7hX^^>Hry^-lieS-y-:/^'fy4 (hSSTR4) 

cHo (5"-^<--XAA7.j$'-^pm) mmi!<D^m^'y^-tLTit. 

pAKKO-1 1 lt:m^^rzc pAKKO-1 1 1 H^^O^^tCUT^^b 
5 fe.4#gl¥5-0 7 6 3 8 5#^^fCgBil^0pTB 1 4 1 7 fiJISS^ (H 

i nd 1 1 1) ^^zsmmmm (c i a n mmizii^xsRazfa^e-!^^ 

-ii^ZSpo 1 yA™v^^'':^;^^'a^^l. 4 kb(^DNA»r>T-^f#/c:.^;^c. 
p TBS 48 (Naruo. K. et al. :t<rS.t})\^ • 7>V ' ^7 ^ i^tl 
^p, . . n 5 — /r— v'g >X (Biochem. Biophys. Res. Commun. ) , 

10 128 256-264 H(i985)) ij^^mmmm (c 1 a I ) :h^zSMmmm (S 

a 1 I) MiCcfcOvk Hom^iiTC^^jte^ (dh f r) $:^tr4. 5 kb 
m^mi^mzLfz^, T4 0^—\f\zJ:r)mmU pAKKO-lli:/ 

15 ^^{C> th-SSTR4 DNAIWit^^-r^y^XS K 5wg$:|iJISS 
^ (Xhol) rmitvtz'^. 1 %7;f7n-xy;um^*Kj^fTi^^. tK- 
S STR4^3- KT^ 1 . 2 kb(DDNAKff>T-^[lliKL.rc. ^LT. ±fS© 
^^^i^^S'-pAKKO- 1 1 1 (5.5 kb) lug^Ummm (Sail) 
X-m^tL. th-SSTR4 DNA8frM-^}fA-rSfcJ6<7>^P-->i^*gBfi 

20 ^f^iSb/i. ^^;^^^iS'-8lr>^-<i:l. 2 kb 0DNA»r)ti:5:T4DNA'J 

mxv. mn^^wp^^^^\- • sstr4 DNAm^f}^y'n^--$'-iz 
n vxm-^\^izmx^nrzmm-:fy7. 5h'pAl-ll-hssTR4$:^l 

fc. Z(Dmmm.^W'S:-kmm (Escherichia con) JMlOg/pA-l- 
25 1 1 -h S STR 4i^jKL/fe. 

(3) t h ♦ h7.^5'5">Hi7°^-SeM-y-7':$'<:/4 (hSSTR4) 

DNACDCHO (dh f r") mm^O^MXt^m 
CHO(dh f r-)mi x 1 0 ^iaBllS^.aS8 cm Ov^-l/^rffll^T, 

1 o%r:7i/ii&igjfam^'&tfAAF 1 2^mx2 Amm^mi^. :i(Dmmz± 
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l2T#fct: h • SSTR4 DNA^^y^;^^ K pA-l-ll-hS 
STR4. 1 0 us^^)>^:^)VyOA^ (Cell Phect Transfecllon Kit : 
Pharmacia *tS) rmXLtz. mX2 4m^m. i^i^^l 0 ^^tff^v-jJ&^gjfii 
m^-^tsyjl^^yZl^^-f-^Jimm (DM EM) iZ^XT. *^iftTllo 

h • S S T R 4 S^^^^Wft^S'J^ffl^®^ C 5 0 mM h 'J 7. -W^. 1 
mM EDTA> 5 mM WC^C^^'^OK. 0.1% BSA, 0.2 mg/nl A*-> 

10 h^'>>, 1 0 //g/ml D-f ^y^>, l;xg/inl ^y;^:$'^>, 2 0 0 uni Is/ml 
T-ZTu^-y (pH7. 5) ] T^^L. SBllg|S<£2 0 0 /^1 ^fcO 2X 1 0 
'iitCPISLfCo 2 0 ^5^rL-yic5i-?^L. 5 nM ['» n -VThT.iJ' 
5^>- 1 4 (2 0 0 0 Ci/mmol.JTx^A^hm) 2^1^5^*01., 2 5 t:. 
6 Oi^RSJO+a^— >3>Lfc. tTt, l^#SeUi^^2 (NSB) ^S'JJt 

15 T^fc«C)fC. VThX:^^>-14 (10-^ M) 2^1 S:lJDA/i5'3.-::^fe-r 
>:^ra.^-V3>L)5:. «fe#ffl»^ C5 0 mMhU7.-^i^. ImMEDT 
A, 5 Y^mAf^^^y^h (pH7.5) ] (1.5 ml) S:»L. GF/ 
F:ffy7.m.m^m (Whatmanlt) $e>ICl^^«^^ (1.5 mDT^?^ 

20 >i^^S^^fe©i§ViaBJ!S». hSSTR4-l-2i£M«?L^o 

(4) ^-y h • y7K;^^'5">l/-fey:$^-MeKltyrS^-1'>^4 (rSSTR 
4) DNA©^0-->i/ 

hS STR4 DNACDMSE^y (Bito.H e>. J. Biol. Chem., 
269 #. 12722-12730 1994 ^) DNA;^-U =f7-. S4-3*5 

25 ilXS 4-4^^fijcL;t. 

S 4 - 3 c^SB^iJ^. 5* -AAGCATGAACACGCCTGCAAC 
TC-3' (EJiJ#^ : 3)^0. S 4 - 4 (^EJiJtt. 5' -GGTTTTC 
AGAAAGTAGTGGTCTT-3' (E?IJ#^ : 4)T*-5. 
^^'iLTtt, Sprague-Dawley yy ht^ib^'Q.i^DNA^E a s y-DN 
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ATMKIT i^>\ihuy> (Invitrogen) ^tlS) ^mi^^TmmVtzhO^ 
^fflUfc. ^DNA 0.5 ngtC±l5DNA^'J=3'^-^-?-tl^*^2 5 pmol 
r::>in;^, TaKaRa LAPCR KIT i^:^y (TaKaRa) ttS!) i 

tz^s B&jtt^D-^x kb) (DDNAmin^mmmzmm-^ri 
Ti^ifc. mDNA^)^^7iSD-7.y)\^f}^<b'^m\zLrzf)^-z>xmi^v. or 

I G I NALTA CLON I NGK I T (Invi Irogen thS) ©^^^-(p 
10 CR TM 2. 1 (Sffi^) ){C^ggU, Il>tr5^>h"b;UT*^.:^li® 

(Escherichia coii) J M 1 0 9 {C?^S^ifeL/co ^DNAWi^^^tS^y 

SALF DNA">-'^>1^— (7 7Ji^-^i^7^W T'Jf ADNASIffr©:^ 

15 . Bito.H e)0i[^Hfe«c$n;feE3?iJt^±»c:-S:L;t. 

(5) ^':/ K • y7h7.^5^>l/-fey^-geK1ty^<7°4 (rSSTR 
4) DNA©^^7'77.SH©*i^ 

CH0SBI!aT©f|3^^^i$'-i:UTtt, ±ie(^p AKKO- 1 1 l^F^U 
^. 

±fSTi#?>n/t7';/ K- SSTR4 DNAHIr^T-SrW-r^^^XS K 5 ug 
^MmmM (E c oR I) X-mitb. T4DNApo l yme r a s eMU 
VrzW:> l%7:^'a-7.^')imn.^W}^n\'K h • S STR4$:3-K 
1-/51.2 kbODNAgffM-^lElJRLrc. ^LT, ±IS0|^^^^:S'-p AK 
KO- 1 1 1 (5. 5 kb) Ug ^Um^ (C 1 a I) Xmit. T4DNA 
polymerase. 43a:r/AlkallnePhosphalase5{llt, 7^yh-SSTR4 D 

2 kb (Z)DNA8fr)t(i:€:T4DNAU;<J— t'^ffl^^T^-^b, KJ^M 

^mtti)Wy'Oh.'mzx-kmmiu \ o sfcSAt. wn.mMwo^fi-'^y 

V V ' SSTR4 YiWAmY\'b^lfu^-'9-\zn\^XW5^\znX-^r\.fz% 
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m.'f^T^^ K pAi-1 i-rssTRA^mzo 

(Escherichia coli) JMl 0 9/pA- 1-1 1 - r S STR4<!:^^L 

tZo 

(6) 7-;/ h • yTh;^^5^>H^:^^-SaK-y-y:$^^y4 (rSSTR 
5 4) DNAOCHO (dh f r") alllS'^®^A«^:^31 

CHO(dh f r-)iaBl!ai X 1 0'*m^,itg8 cm (Dv-v-U^fflV^T, 

l/:^-> K^W) T2 4B$PB^ii§IL> C^Mtd, ±IBT^ifc 7 y h • S S 
TR4 DNA^^y^X^ hM pA- 1 - 1 1 - r SSTR4. lO^g* 
10 *)>mtt)V'y^h.m (Cell Phect Transfection Kit ; Pharmacia) HMXL 

^iSHBS^, r S STR4-2 0-2 S^ii^Lfc. 

(7) vTh7.i$'^>u-ty^-4 ti^^-t^ c H om^m^omm 

20 STR4-1-2, *^lri«rSSTR4-2 0-2 5 (1 XI O^ii) <&5 ) 
mMEDTA^»L;t'J>KM«4g:tlt7K (PBS-EDTA) tC??jS^ 
itisvL^L/c. mo^l/'y h{imffl^tv^^-h/^'«;/7 7- ( 1 0 mM N 
aHCOg. 5 mM EDTA. pH7. 5) ^1 0 ml iJOA, Jj^'J KD>7j^^: 
v^rJ-'I'If-^rffl^iT^^i^^^^-hL^. 4 0 0Xgl?l 5^rB^iIiL^bT#6. 

25 n;t±ff 1 0 0, 0 0 oxgTii^Fam'i:>b. jmisi^©as^#i$^i 

fe. Z(Ditm<^^2 mi ©7-yii'r/\'-:/7 7- [2 5 mM T r i s -HC 1 . 
1 mMEDTA (X^l^yi^J B.ymmW ,0.1% BSA (Oi^Ml^T 
Jl:f=.».0. 2 5 mM PMSF(7x-;l.;pt5^;i/X;U4^-J|/7;U:t^-r K), 
Iwg/ml ^ZfT^^^f-y. 2 0Mg/iDl □<^y5^>, 10//g/ml 7:fX7;j- 
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^aK>, pH7.5]tCML/, 1 0 0. 0 0 0 X gT 1 I^Peljl'L^Ui^c. it 

5 (1) t h • y7hXi$'5^>l^-t7'^-MSSli-:/^'f7'l (SSTRl) 

^aofch • SSTR 1 cDNA(D:^SiSJiJ C7'0'>-v>^ • ^t:/- • 
:^>'^:^;^•7*7^S — •^:^-tl--f X>^-a— XXX— (Proc. Natl. Acad. 
S.ci..USA), 8 9#, 2 5 1 -2 5 5H. 1 9 9 2^3 DNA:t 
U:^V-S 1 - l*3J;t^S 1 -2<&^fifeLyS:. S 1 - 1 (7)i2JiJ«. 5'-GG 
TCGACCTCAGCTAGGATGTTCCCCAATG-3' (mm 
^: 5) TabO. Sl-2©E^iJ«> 5* -GGTCGACCCGGGCTC 
AGAGCGTCGTGAT-3' (iB^J#^ : 6) T'^i). MStbTii, 
kh^fi#:DNA (^o>X';/^lt» ;^J^D^#-^CL 6 5 5 0 - 1) 
li^. ^DNAO. 5ng(c8GI3©DNA:tU=f'7-<&-^n-?^h2 5pmo 
IJO^, P f uDNA^^'J;^^-- 1: Uh^^v-X^)) 2. S^&^ffl 

^— tftc^^^nfcJi^stcfi^o/i. 9 4t:T'i5^r8i est: 

1. 2kb) (DDNAWii^^m^&Jizm^^nTl^^fZo mDNAm}^^7^ 
n-7.^'J\.if)^ib'^m\zU-:>X^>\SLiy. H i nc II t^-< hTPi^Lfc pUCl 18 
{Cjgi^U =i>hfx>h-fe;i/T'*^X>'x'J t:7 □ 'J (Escherichia coli) 
JMl 0 9tC?^M^Ifel.;t. ^DNAirJt^'^tyy^;^^ K^WT^^^^e 
^^^ML. M)tfeiil$fflVifcil«j:^SE^J«?^^fiALF DNAv- 
^>1i— (7 7;U-7->7aMii) lr}fADNA|/T)tcDJ^»ie^'J^5ligL.;^cc!: 

(2) t h • y7hXi57 5">U-fey^-geM-tJ-7'i5'<7'l (SSTRl) 
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cHo (^^^ --x/\A7.^-9m) mi^To^m^^^-tLxit. 

p AKKO- 1 1 1 p AKKO- 1 1 1 ir^OJivizm^^Vtz, 

i|^^¥5- 0 7 6 3 8 S^^^lcEmcDpTB 1 4 1 77&^e>H i nd III 
5 iJ.fctXC 1 a I ^aS{C«kc>TSRa:/D^:-^-i3.ktXpo 1 yA#iDix 
if-^)V$:^tSl. 4kh<DDNAmh^mtzo ^fz. pTB34 8 VU^ 

(Biochem. Biophys. Res. Commun. ) , 1 2 8, 2 5 6-2 6 4H, 198 
5^)*^bCla m^USal I MfCck 0 v t K D^^ilTce^ (DH 
10 FR) ite^^^tP 4. 5 k bODNA8frM-^#;t. c:ne>©DNA8lfM-^ 
T 4 7t? >J / ^— fe'^gfc J; 0 *^^¥?t*^{C tfc^. T 4 U fe'JC J; D 

pAKKo-1 1 1^^;^= i^^mmLfzo 'Aizmtd (d T#e> 

nfcbh • SSTRl DNAg^M-^Wr^y^XS h'5/ig^$»»^S 
al JTr^^tLfc^. 1 %7;^'D-X^>mE»^fTV^. th-SSTR 
15 l^n-K-r^l. 2kb0DNAI^H-^lEl»RL.;t. ^UT» sSia©^^^ 
i:7^-pAKK0-l 1 1 (5. 5kb) 1 g^Sa 1 IX-mitL. t: h • 
SSTRl DNAmi^^WXr^rctf)<D^n-->^m^^J&Vrzo ^ 
^^^^^:$'-^)t<i: 1. 2 k b(DDNA8ffM-$T4DNAU;^f-iz$fflt.iT 

20 ^«^otf?j>^e)i: h • ssTR 1 DNAmi^t)^'fn^-^-\zn\^xm:^m ) 
iz^^x^tiftmm^^yxs. KpAi - 1 i-ssTRi$i§^. zoi^nt^ 

^f*:^Xvx'J t7 nU JMl 0 9/pA- 1 - 1 1 - S STR 1 

(3) }:ih ' V^hX^^>U-tZf^-mBnD'Zr^-(yi (SSTRl) 
25 DNAtDCHO (dh f r") iaeilS^(D^A<i:^i^ 

CHO (dh f r-) iSiilS 1 X 1 0 "iffllg^, iIS8 cmOv't-U^ffll^i 

T, 1 o%'yi^f^*y^Mm^^tj/\2^F 1 2^mx2 Amm^mb. zomm 

tCBuie (2) xmzt K • S STR 1 c DNA^m7'^7.5 K 1 pA- 1 
-11-SSTRl, lO/zg^'J >^t} )U'>0 Am (Cell Phect 
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Transfeclion Kil; Pharmacia) TSALfCo ^A2 4PtrBm i^ift^ 1 0% 

5 iSi^^&rf(o:f5mrm^vrz. k h • s s tr c DNA^iiama^^&siJ^tffi 

M®?^ t5 OmMOh UT^i^i?, ImMOEDTA. 5mU0^if7 ^^^'y 
C7A» 0. 1%©BSA, 0. 2mg/ml(D/iiyhy'y>. lOug/iti 
KDU^^-^^y. \ us/m\0^'^7^^=^>. 2 OOun its/ml 
07yD5^-> (pH7. 5) 3 T^IRb. lfflllg|^«r2 0 0 Ml^;^c»5 2X 
10 1 0 ^^Btcmstfe. 2 0 0/z 1 *5'rL-::fJC5^-iib. 5nM('»n - V^ 
h7.i$'5^>- 1 4 (2 0 0 0 C i /mmo 1 , Amersham) 2 m 1 ^^^JPL. 
2 sr. 6 0 5^FBK>=^^i^-v3>Lfe, ^fc. ^^I^^W^-^* (NSB) 

15 MOEDTA, 5mMOffi<bT^t-i>>^A (pH7. 5)) (1. 5ml) 

S^JIPL. G F/F;^7^7>i^ii5M(Whatinan tt)-e5iii. $ 1 . 

5ml) lr^#Lfc. ('» 1) ^ r -:^7'^>^-TliJ^U^c. d©^ 

20 (4) kh • VThX^9">m:^^-MeSi^-yi5'-ry-2 (SSTR2) 
DNA(Di:7D-->y 

h • SSTR2 cDNA©:^SK>?iJ C7°P->->^>^* • • If • 
:^>'3:^;^•7*x5 — •:*->^-1i--rx>:^-i-x;^x-(Proc. Nail. Acad. 
Sci.,USA), 8 9#. 2 5 1 - 2 5 5H. 1 9 9 2^) tcS^t. DNA:t 

25 •J=fT-PT-l*5d:t;^PT-2^^fiKLfc. PT-l©iB^Jtt, 5'-GG 
TCGACACCATGGACATGGCGGATGAG-3' (@53?iJ#-^ : 
7) T'*0> PT-2©E5?ij(i, 5' -GGTCGACAGTTCAGATA 
CTGGTTTGG-3* (E^J#^ : 8) T^^o khTS<*:cDNA 
n>Ty^^. tl^a^mn? 17 3-1) ^mmtLXmi^^tz, McDN 
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A 1 ngtCBulBDNA;r>Jzf-7-$-?-n^n2 5 pmo 1 JJDA. TeqD 
NA7j?iJ;<7— tzf 2. 5#fi[^^ViT7j?Upt7— tl^lSSj^; 

^n-:>rz. Kft-mm^it. MIBTaqDNA:^';^^— tf^^^nfcft^ 
miZ'ljt-Dfz. KJt-^mt. 9 4t:T'3 0#FBl 5 2'Cr2 0m^. 7 2X:X' 

o-7.y)vrm%^mvftt:L^. mtt^it-ix (mi. ikt) 

NA^)t/i>^'4#S69tCiiili$nT^ifc. I^DNAifn-$7:^?0-xy;i./&^b# 
^MoTlHliRL, Hinc II it-T KT^SUfcpUC 1 1 8{C^^U 
D>lfx> h-fejPT^-SXv'xU t7 3 'J (Escherichia col i) JMIO 
10 9ICJ^M^^t75:. IKDNAKfffr^r'^try^:^^ KS:Wr*J^Si5j^#:«:2 

^ (No. 5 4i5ci:j; No. 7) Mmv. ik^^m^mi^fz^Wimmmmm^mms 

7 3 ADNAv-y>tl— (77'^-1' HA-f :tv'XxA*i:i5!) TifADNA 

m^<D^m^j^i^mmLrztz:5. no.s^os a i i - b s t p i PbI©? 7 
o^-xmh-omn^izj^mmn^mmm-^n. No.Tt^oBs tpi-s 

15 a 1 IK<D3 6 0^-X»r)t©S2^J't'C^^M;^n^m5t^$nfc. -e^lT. 
No. 5 ^OB s t P I - S a 1 I ^fM"^ No. 7 ^COB s t P I - S a 1 I 

20 (5) k h • h;^i$'5^>Hry:J^-MeM+f-:/37-i'y2 (SSTR2) ) 

cHo (5"i"f n-XAAT.ij'-^PM) mmx(Dmm^^^~tbxit. 

(2) lemopAKKO- 1 1 l^m^tzo (4) T^e>n^cfc: K • 
S STR2 cDNABIr>i-$rWr'5y^X5 K 5 m g '^SdRgPIIIS a 1 I T?^ 
25 fkL/b^, l%7:^P-xy;pm^^§cfj^fTVi, th-SSTR2$D-K 

•r^i. I khcDDNAm^^m^bfz. tbx. mfd^m^^^-pAK 

KO-111 (5. 5kb) iMg^Sall xmitl^. t h • S STR 2 
DNAWi)^^^Ar^rzM^n-i:>Cf^^^i1^^[^rz. m^M^^^- 
mf^tl. 1 k b(Z)DNA»riT-^T4DNA'J:^f—fe*^fflViTS^L. 
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tK- SSTR2 DNA^M-7&^yD^:-^5'-H^LTIi:^fS]f3jf A^nfc 

(Esherichia coli) JMl 0 9/pACO 1 i^^T^. 
5 (6) \ih ' V^h7.^^>U-t':f^'-m&nD":f^-(^2 (SSTR2) 
DNA0CHO (dhfr-) mf^^<DmXtftm 

CHO (dhfr-) «1 X 1 0^M^. ilgS c mOvt- l^^rffi 
T, 1 0%':7xii^ieiflltf^^tJAAF 1 2i^SfeT'2 4i^rB^^#L, C©« 
fCi^lB (5) T^lfct h - SSTR2 cDNA^SKT'^T.^ K pACO 1, 
10 1 0 w g^'J >g?*;U'>'i7AJi (Cell Phect Transfeclion Kit; Pharmacia) 

75^e>^D-->^b, t h • SSTR2S:;li^^f^iSBIIg^. SSTR2- 
15 HS 5 -B^miRVTzo 

(7) k h • y•7^x^S'5^>^'-lI7•^-MeM■^^-7'^-ry3 (sstrs) 

H^ftKDt h • S STR3 cDNA©:^Si5^J C^l/+a7-X>K^ 'jy 
□ v- (Mol. Endocrinol.) . 6#. 2 1 3 6-2 1 4 2M. 1 9 9 2^] 

20 tcSo't, DNA^'J=r-7-, S3-l:J3j;C;^S3-2$r^fiKU;^t. S3- 
1 (OUmit. 5'-GGTCGACCTCAACCATGGACATGCTT 
CATC-3' (i23RI#^ : 9 ) T'^ 0 . S3-20Mimt. 5'-GGTC 
GACTTTCCCCAGGCCCCTACAGGTA- 3' (iBJiJ#^ : 1 
0) T$>^o mmtbXit. khSse^DNA (^o>x>;/^tt, tl^O^ 

25 #^CL 6 5 5 0- 1) ^fflVi/t. KDNAO. 5 n g (rSSIBDNA^'J :1 
•7-^-en^'n2 5 pmo 1J0A> P f uDNA7}^'J;<^-ii (Xhy^i^ 

it. P f uDNA7j?'jpC7-1f»C^#$nfc^g5^^tCt^ofc. iKlici^^^fi. 
9 4t:T15^-rBl 6 SrTl^i-rBl 7 5'Ct!2^ri\^lD-^^)l^tbT. 3 
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E&ott^-^^xmi. 3kb) (DDNAm^^mmmzmM^nx^^^fz. 

5 (8) bh • yTK;^i^5">Hiy^-liejlt>-::/:$'^y3 (SSTRS) 
cHommro^m^^^-tLx\t. wie (2) e^c^pakko-i 

ll^rffltifc. MsS (7) T*^le>nfck h • SSTRS DNA|>r)t^:Wr 

10 m^^OcKj^ffli, k h • SSTR3$D-Kr-51. SkbcODNA^It^ 
iHliRU^S:. -^-LT, «&I5©^^^^7^-PAKK0- 1 1 1 (5. 5kb) 
■ 1 tig^Sa I IT-mitl^. th- SSTRS DN AWi^^^Xt^fzi^ 
(D^D~-yif3^^i^^Vrzo mnm^^^-tl. SkbCDDNA^^M- 
t^T4DNA'J:tf— ti^rffll^iT^^L. Rmm^m\:tl)\^iyC7Am\ZX:k 

15 mmjul 0 9\zmxv. mn^mw<o^i)^i^\ih - SSTRS dnawt 
)^f)^-fn^—$f-\ztivxm:^mz^x-^nrzmm^yx^ Kpai-i i 

-SSTRS^nrzo ::o?^K^^^*:^Xxx'J t:7 zi'J (Escherichia 
coli) JMl 0 9/pA-l-l l-SSTRSi^^r-S^ 
(9) k h • yThXi?5^>k-fey^-geMli-:^i$'^y3 (SSTRS) 

20 DNAocHo (dh f r-) mm^omAtftm 

CHO (d h f r") iSBflSl X 1 O^mm^. USS c m©->-^- U-^ffll.i 

T, 1 o%'y>^^i^skm^'^tsj\AF 1 2^mx2 4mmi^mL. z(Dmm 

tCiFlB (5) Tll;^ct: h • SSTR S DNA^^^^XS K pA-1- 
1 1-SSTR3, 1 0 tig^'J>^t!)\'i^K7AmxmXL^, mx24m 

X'nD--^mi$.t^mm (tr^t>-^. dhfr'^miis) ^ijrlac, 
\z. miK-^nrzmm^m^^mmz^-Dxm~mm^^'h^a-=.>!^'L. z 
rLi>(ommov7 hx^^>u-ff^-mBn^mm^mu (s) ib^oa 
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SSTR3-1 5- 1 9i&)itRLfc. 

(10) th • yThx^5^>nzy:$'-MfiMij-:/j7'ry5 (sstrs) 

^^©t h • S STR 5 c DNA(D:^SgB^J CBiochein. Biophys. Res. 
5 Commun., 1 9 5#, 8 44-8 5 2H> 1 9 9 DN A:t U 

=r^-. S5-l*5J:r>*S5-2^^fifeb^c. S5-l©gS^J«. 5'-GG 
TCGACCACCATGGAGCCCCTGTTCCC-3' (S2^J#-^ : 
1 1) T*0» S 5 - 2 ©SB3?Utt, 5'-CCGTCGACACTCTCAC 
AGCTTGCTGG-3' (S2^J## : 1 2 ) T^S. IIStL/T^. kh 
10 ^fe#:DNA (^□>-r'yi:7tt. ;^^D^##CL6 5 5 0- 1) tim^^fzo 
MDNAO. 5 n g{CBtIIBDNA:tU □*T-^-?-n€n2 5 pmo 1 JdA, 

p f uDNA;i?'jpt7— tf u h^^'v-xm) 2. sm&i^mi^xt^o 
^y-iLmmRfts^n-Dfcc KJt^mumt. pf udna^^u/^-- t'lcm 

15 7 5x:r2^m^iD--( ^jvtvx. s 5-9--r^;u^oiiLfc.Sf£:?g^i % 

(DDNAm>^^^'^m^izmm-^nx\^^rzo mm (i) i2ic<^:^i*tCcko^D 

20 (1 I) \ih'y^h7.^^>U±':f^-mBni^-f^-Cf5 (SSTR5) 
DNA®^^7°^XS F(^^^ 

CHOi9eijSTO^^^i:7:?-i:LT«. Me (2) ie«<^pAKKO-l 
1 l^ffl^i/S:. ^IB (1 0) T#e»nfckh - SSTRS DNA»rM-^^ 
f-SiT'^XS K5wg^$«|ge3llSa 1 IT-mb;t^> l%7;^fD-xy 

25 JUm^^W}^n^^. t K • S STRS^n-K-r^ 1. lkbODNA|lf)t 
^lHl«KLfc. ^UT. HulBcD^^^^^-p AKKO- 1 1 1 (5. Skb) 
1 w g^S a 1 I T'ML, tih- SSTRS DN Airit^Jf AT^^ci?) 

0^n-->!fm^^i^^Lrzo m^m<i7^-mwti. ikboDNA 
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T±f^mjMio9izmxL. mnm^W(otpf}^^th ' SSTR5 dn 

1 1 - s s TR 5 ^f#7t. c:o^se^*^^X'>x U k7 □ >J 
(Escherichiacoli) JM 1 09/pA-l-ll-SSTR5 t^^t^, 

5 (12) }ih •'j-7h7.^=^>u±.y^-mBnD-:f^-c:f5 (sstrs) 

DNA0CHO (dh f r") M'vO^Atfl^ 
CHO (dh f r") iBflSiXl 0 6^8 cmCDv^-U^^ffiVi 

fwMie (11) isnrzth • sstrs cdna^^t't;^^ k pa-i 

10 -11-SSTR5, I 0 uS^0>mt!JVi^OAm'^mALft> mX2 4 

i^x-ja--^m0.t^ms^ (tuh-^. dhfr'''«) ^m^vtz. $ 
cn'=><Dmm(Dy-^h7.^^>iyty'^-mBm^mti^imtd, (3) iBt^© 

f^-^^itCDm^mm^^. SSTR5-3 2-4^S*^L;t. 

ia§^ (%) 

pM OiijIt^i^fbV^ hX^^>- 14 (^25 J ).7^>5,^^_ 14:7 

T->i'Att^) 2 5^1 (h^lWlfitlC^tiDUfc. S:*:^^*$SiJ^-r'5fcJe)(C. 
DMSO 2tfl(f:2 0 0 pMO^" j _y_, j^^^^^^g 5 /zl «i:^^tlDL;t 

25 si&?gE^issLfc. ^Tz. t^'^mmm'^^m^r^fztbiz. i oouuo^j-? 

hX^'^XDDMSOmm 2 I <J:2 0 0 pM ©'25 I 

14(^^^ 2 5 Ml <h^^]!jDLrcS;&?gt)|WIPftCi^^L>h. 2 5t:T605^ 

mRs^-^'itrz'^. ^oji^u>-f^>its,mbrzr?y v-^y^^T.-?^ ji^^- 
(GF-B) ^mirix^mm^i&m^mLrz. 7-tio>^-^^ 
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(TB-SB) / (TB-NSB) XlOO 
NSB : 



15 







I Cso (nM) 






S STR2 


S STR 3 


SSTR 5 


6 


0.2 


30 


60 


4 2 


0.1 


6 


40 


1 4 1 


0.05 


3 


10 


1 5 3 


0. 1 


10 


40 


1 5 7 


0. 05 


1 


5 



y|._y) ^ffiiiX. 7-:^:r-f Ay7';/il^fe{3,iOiiy^Lfc. ttz. M 
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m (% of control) j tLXJ^^tbrz, igm^ [^2] tC^T. 
C^2] 





iy>'U;^J3*>^^-fi5 (X of control) 


6 


15.6 


4 2 


3.0 



15 VI. 

20 

'J rf^ i7 K 
25 U i7 K 
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10 'J i!7 K 

15 iH j'mss^J#^ : 1 2 pcRmzr7-(^-tvxi^mt^^onwr^tirz 

U If 5? iJ' K 
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1. ^ 



X' 




) 

15 T'bJ;< : 

3. R'43j;l^R^;6^'|^-^fc«S7^j:oTC ,.s7;l'=^AT«)^tt*]S 1 lEm© 
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4. r'tJ^c ,_e7;i/4^jPTfesa*3giieit©{b^#i. 

6. Yi5<i:U^YaT^^n^±IICDli^l^l?iJ:^iL 8 (7)7.^-- 7:>^\ -0 

. -S-. -co-, -so-, -soj-, -NR'- (.R'\t7^mm^. m^^^^ 

5 fllTi^e.T^C'S 2 filiST$)5if5j^^ 1 IBIfetDfb^i^. 

7. Y3&^-C0-T$.^iS*^llBI£©^b^i^. 
10 8. Y:;&^-CH,-T*§if*3ii|Ba©{k^tl. 

1 0. s^s*wuTiiTt>ckviii^^«j&^ :t^v, ADyxk^nx^iT 

15 Tfe.i^i c,_j7JU^;1'-;<j;ujJ^:^m Apywt:$nTViTt)J:ti c,_57;i' 

fecti^i c,.,s7^;i'=^^;u^^->-;^.'i^^->'k si^s^^bx^^xtjetvi^gm 
S:^7;u;}<-;k a^S^^WLx^^xfecttiC e.„7'J-;k fi^S^WLx 

20 I'^xh^^^'j^mmmmmm. fims^wvxirixfcj;^^ 5 ^ii^iu 7 aoi^^ 

Si^^^^a, i5ckt^M^S^WtXViX'bJ;^iC,_„77>'WU:t=^^->75^?» 
51 5 1 TcC ^ i L. 3 P OS^S L X I. iX t> i IM Tit U 1 0 ft 

^#i^^i^^sx$»^if ^11 9 tzmoit-^^o 

1 1 . Y a*5*g^¥T* 0 , Z a />^*7K^IIi^XfeSif 1 l5mo^fc-&tl. 
25 12. N-[(lR.2S)-l-[((3R)-6-^DO-3-[(vp^5^;U75y)^^;U]-3.4- 
KD-l(2H)-^y ij -;l/);^;U;}^-;l/]-^-(lH-'r>K-^-3-r;U)yDtr 

;u]-i-[(i-/5';kiH-'i'>K-;k2-r;u):^;u#-;u]-4-tf^'j v>;^;i'4^ 

N- [ (1 R. 2S) - 1 - [ ( (3R) -6- ^ O □ -3- [ ( 9';P7 a / ) 5"; W -3. 4- t K □ 
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-1 (2H) J 'J -M :^;U7j^ - ;U]-2- (iH-f > )V) y □ MM -4-7 

(-)-N-[l-[((3R)-6-d7 □ 0-3-[(>?;<5^;P7a y ) 7^5";i/]-3,4-i^t h* □ 

-\m-^j u -;i');t>;U7j<-;u]-2-(iH-'r > K-;p-3-'f -fu tf 

5 ;W -4- (4- b K □ + 7 xV -1 - fcf'^ U >;^7;U3}?=^^-tf ^ H , 

N-[(1R, 2S)-l-[[(3R)-6-^oa-3-[(x^5^;l/75y)>^;W-3,4-xt Ho 

-i(2H)-^y u - ;u];^7;u4^i:;i']-2-(iH->r > K-;i--3-<;i^) y □ tr 
;u]-4-(4-7;i':f □7x/4^i»-i-tr^'j v>;^;P7t?=t^ii-^ h\ 

4-^ > V/< jU-N- [ (IR. 2S) -1- [ [(3R) -6- ^ □ □ -3- [ ( V 5^ ;U 7 5 y ) ^ ^ 
10 ;H-3.4->*t K 0-1(210-=^ y Ur:;U]*;i/4?i:;U]-2-(lH-l' > K-;i<'-3-f 

1 ismofb^tio 

1 3. if5jt]lls2®©<b^1^'&L<Ji^0m^fc«^O7°o K^7^^^ 

15 1 4. v^V7.^=^y^^^^^mmm^tb^mimn^m(n>^mi. 
1 6. yThXi$'5^>^^#:f^i!)^Tr^'g)ii^^ i3fem©a*£ti. 

20 fiK#l. i 
25 2 0. PiSl»jt){Cil5)^3gi|5i^ofk^ifelt>L<«-?-©:^$fctt-e©yD K 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries. Ltd. 
<120> Amine Compounds 
<130> 2971W00P 
<150> IP 2001-322897 
<151> 2001-10-19 
<160> 12 
<210> I 
<211>28 
<2I2> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 1 

ggctcgaglc accatgagcg ccccclcg 28 

<210> 2 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 2 

gggctcgagc tcctcagaag gtggtgg 27 
<210> 3 
<211> 23 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
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<400> 3 

aagcatgaac acgcctgcaa etc 23 
<2I0> 4 
<211> 23 
<212> DNA 

<213> Arti ficial Sequence 

<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 4 

ggttttcaga aagtagtggt ctt 23 
<210> 5 
<21i> 30 
<212> DNA 

<213> Arti ficial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 5 

ggtcgacctc agctaggatg ttccccaatg 30 
<210> 6 

<211> 28 ) 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 6 

ggtcgacccg ggctcagagc gtcglgat 28 
<2]0> 7 
<211> 28 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 7 

ggtcgacacc aiggacatgg cggatgag 28 

<210> 8 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 8 

ggtcgacagt tcagatactg gtttgg 26 
<210> 9 
<2n> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 9 

gglcgacctc aaccatggac atgcltcatc 30 
<210> 10 
<211> 29 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 10 

ggtcgacttt ccccaggccc ctacaggta 29 
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<210> 11 
<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Oligonucleotide designed to act as primer for PCR. 
<400> 11 

ggtcgaccac catggagccc ctgttccp 28 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Oligonucleotide designed to act as primer for PCR, 
<400> 12 

ccgtcgacac Ictcacagct Igctgg 26 
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